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PROCEEDI NGS

DR. LEPAY: Good norning. On behalf of FDA |I'd
like to wel cone you to today's workshop on data nonitoring
commttees. The purpose of this workshop is to introduce
FDA' s new gui dance for clinical trial sponsors on the
establ i shment and operation of clinical trial data
nmoni toring commtt ees.

We pl anned this workshop several nonths ago with
the expectation certainly that this gui dance docunent woul d
be out with anple tine for individuals to reviewit in
advance of the workshop. W nmay not have had quite as much
time for this review process as we woul d have hoped but we
are very pleased to at |east see that the docunent is
available and is, in fact, avail able for general
circul ation today outside.

| want to start by just mentioning, of course,
that this guidance docunent has been a while in planning,
in preparation and in clearance. W've certainly been
tal king about it at FDA for well over a year now and it is
a very integral part of our nove certainly to | ook at
subj ect safety, subject protection in real-tinme and as part
of our overall unit of overseeing clinical trials

respective to FDA' s regul atory responsibilities.
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The draft gui dance cane out just about a week
ago, announced in the Federal Register on the 20th of
Novenber, and for those who otherw se need to access it by
means ot her than the formal copies that have been
distributed at the outside of this conference room it is
avail abl e on various of FDA's websites, either through the
CBER website, www. fda. gov/cber/ guidelines/clindatnon. htm
O if you can't renenber that, sinply go to FDA's genera
website, ww. fda.gov, to the clinical trials section and
you'll see this in the What's New? and in the New Qui dances
Secti on.

We're currently in the beginning of a 90-day
coment period, which began at the tinme of publication of
this guidance in the Federal Register. The comment period
wll be open until the 19th of February 2002. Coments can
and shoul d be submtted to a docket which has been
established for this purpose. The identification of this
docket is listed here, 01D 0489. In fact, we can accept
comments either in witing directly to the Dockets
Managenent Branch at the address shown here, and this is
al so provided in the Federal Register announcenent, or nore
sinply as electronic comments again off of the FDA website
at a specific link to our Dockets Managenent Section.

Again you'll need to reference the docket nunber.
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We think this neeting is a very inportant step in
providing us with i nput on this guidance docunent. As
we' ve remarked many tinmes over the past several years,
public comment is integral to the process of FDA rul enaki ng
and devel opment of gui dances. Certainly what we're going
to be tal king about today in the presentations that you
will hear reflect FDA's current thinking in the area of
data nonitoring conmttees but clearly that thinking is
very nmuch an interactive process that depends on the
contributions of everyone here in the audience, as well as
those at your respective conmpanies or institutions who we
strongly encourage to read and provide coments to us.

So with that, 1'mgoing to open the neeting.

Oh, let ne also rem nd everyone here that the
proceedings of this neeting are being audi o-recorded. The
transcripts of this neeting will be made avail able, as well
as transcripts will be filed to the docket, so coments
made here will, in fact, be captured and will be part of
our consideration as we review the gui dance docunent and
nove forward toward its finalization

And with that, | would then like to introduce our
openi ng speaker and | have the very great pleasure of
presenting Dr. Greg Koski, who's head of the Ofice for
Human Research Protection in the Departnment of Health and

Human Services. G eg has certainly been a trenendous
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nmoving force in the area of human subject protection since
he cane on board just a little over a year ago and has been
an extrenely inportant and successful colleague with FDA in
nmoving forward initiatives pertaining to human subj ect
protection and the oversight of clinical trials.

So with that, 1'lIl ask Greg to open the neeting
with a few introductory renarks.

OPENI NG REMARKS

DR. KOsKI: Thank you very nuch, David, for the
kind words. It's really a pleasure to be here. [It's nice
to see so many people out there, as well. You know, we've
been accused in governnent of holding public neetings in
order to get nore people to cone to Washington in order to
support the economy. | hope that sone of you have cone
fromfarther than Bethesda or downtown, but it's great to
see all of you here. | think it reflects the very high
| evel of interest in this very inportant topic as it
pertains not only to the oversight of research, protecting
the validity and the objectivity of the research, but also
protection of human subjects.

|"m sure that all of you recognize that over the
| ast 30 years or so the FDA and the fornmer Ofice for
Protection from Research Ri sks have shared responsibility
for protection of human subjects in research. Since the

Ofice for Human Research Protections was created a little
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over a year ago, not only have we continued that tradition
of coll aboration but indeed have worked very, very hard to
strengthen it as we go forward and | think that David has
been absolutely critical to the success of that effort.

| think all of you are aware that the system for
protection of human subjects in research i s undergoi ng sone
renmodel ing currently. Over these |last 30 years we've
really had two schenmes under which we have operated, that
which applied primarily to federally supported and
conducted research, a systemthat really focussed primrily
on an assurance process before research was to be
initiated, whereas we had a systemthat FDA was prinmarily
responsible for that dealt largely with corporate
sponsored, privately sponsored research that focussed far
| ess on an up-front assurance process but instead focussed
very significantly on audits of investigators and | RBs and
sponsors in order to ensure the process.

And while both of these approaches, they have
good reasons for their existence, have had both strengths
and weaknesses, when the O fice of the Inspector Ceneral
and the CGeneral Accounting Ofice | ooked at our processes
t hey both concl uded that although each of these enphasized
particul ar areas, there was a gap and that gap that they
identified as a weakness in the overall process was in that

area that | describe as what happens after the I RB says
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okay. In other words, it's when we're actually conducting
the research activities.

Clearly we do have processes for reporting
adverse events, for interacting with investigators and
subj ects. W have seen data and safety nonitoring boards
utilized effectively over the years. But as we've gone
forward we've begun to realize that indeed there are
opportunities to utilize the stronger aspects of each of
these systens in a nore effective way and this effort by
FDA, in conjunction with the rest of the coll eagues here in
t he Departnent of Health and Human Services, to provide
gui dance on data nonitoring comrittees | think is a very,
very inportant step toward achieving a greater |evel of
uniformty and to provide a conponent of the systemthat
can work across the entire domain, which, of course, is
sonething that we're very anxious to achi eve.

So this docunent that has just been published a
week ago with sone relief, |I believe, to everyone, it
reflects the enornmous effort and thinking that has gone
into this by the folks at FDA, with input from many ot hers,
toward defining these comrmttees, how they should be
constituted, how they m ght be positioned, how they can
interact with the IRBs and with investigators and sponsors

as they carry out their inportant activities.
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And in bringing this docunent forward | think
it's quite clear that FDA is enphasizing the fact that this
is not a fait acconpli. This is a piece of work that they
have put out there in order to stinulate discussion, to get
your input, and today | think they're very, very serious in
asking you to interact with them wth the panels. | think
it's very interesting and al so rewarding, | find,
satisfying that if you | ook at the agenda for today's
nmeeting, if you ook at the participants in the panels, as
well as here in the audience, you can see that there is a
com ng together of the mnds of these two systens in
i nportant ways so that what we hope will enmerge fromthis
again will be a set of guidance that will strengthen the
process for everyone.

There's an awful lot to talk about here today.
Agai n we encourage you to really junp in, get involved in
t he di scussions so that the final product is one that wll
serve everyone's interest.

Wth that, David, | wish you the very best of
| uck, and Susan, in your neeting today. | encourage you to
take it seriously and get down to business. Thank you very
much.

DR. LEPAY: Very good. Wth that, we'll begin
wi th the discussion of our guidance docunment. Qur first

presentation this nmorning will be by Susan Ell enberg, who
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chaired the working group involved with the drafting of
t hi s gui dance docunent. Susan will outline the history and
background of data nonitoring conmttees. Wth that, |
Will turn this over to Susan and with |uck, hopefully she
can get us started on track here.

H STORY AND BACKGROUND OF DMCs

DR, ELLENBERG [|I'mvery glad to see all of you
here today. | notice there's still a few enpty seats,
nostly toward the front. So people who are coming in in
t he back, don't be shy; just wander up and you'll find a
seat .

Let's start with a definition of a data
monitoring commttee. This is the definition exactly as it
appears in our docunment. It nmay not be everybody's
favorite definition but I think it's serviceable. A data
nmonitoring comrittee is a group of individuals with
pertinent expertise that reviews on a regul ar basis
accunmul ating data froman on-going clinical trial. The
data nonitoring commttee advises the sponsor regarding the
continuing safety of current participants and those yet to
be recruited, as well as the continuing validity and
scientific nerit of the trial.

So this is the kind of conmttee that we're going
to be tal king about today. WMany of you have seen this

slide. | just would |like to clarify on the term nol ogy.
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We are tal king about data nonitoring commttees but these
comm ttees have gone by a | ot of other kinds of nanes, so
you can pick as many as you like fromcolum A and put it
together with something fromcolum B and sonmething from
colum C and | don't know whether all the pernutations and
conbi nati ons have been used but many of them have been. In
particular, the other phrase that's used frequently is data
safety nmonitoring board. As far as |I've been able to
ascertain, all of these things nmean approxi mately the sane
thing and are consistent with the definition.

We are using the phrase data nonitoring
comm ttees because that is the term nol ogy that was
sel ected by the International Conference on Harnonization
who, as I'Il talk about in a mnute, is a collaboration of
i ndustry and regul atory scientists in the United States,
Eur ope and Japan who are putting together guidance
docunments on regulated clinical trials and other aspects of
regul ated research and have used this phrase, so we're
bei ng consistent with that.

In the docunent we nention sone ot her oversight
groups because it's inportant to recognize that the data
nonitoring comrittee, while there may be sonme overlap of
oversight, is a separate group fromany of these others.
Many trials have a steering commttee. This is an interna

group to the trial. This is the trial |eadership who
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designs the trial, nonitors the conduct of the trial, wll
prepare the final presentation. That is an internal group
where a data nonitoring conmttee is an external group

Institutional review boards, sonetines called
institutional ethics comrittees, are charged with
eval uating the acceptability and appropriateness of a trial
in a specific clinical setting. Wile they have sone
oversight responsibility as the trial progresses, it's not
at the level of detail and |ooking at specific data that
the data nonitoring commttee has. So again there is a
difference. These are not the sane groups.

Anot her ki nd of oversight commttee that woul d be
internal to a trial would be an end point assessnent or an
end point adjudication committee. This is a conmttee
often of trial participants who would review data on the
reported primary outconmes to ensure consistency with the
protocol specified criteria--for exanple, to | ook at
reports of an acute nyocardial infarction and make sure
that all the data were there to neet the protocol criteria.

There are often in trials also site nonitoring
groups. The responsibility of these groups is to basically
do an overall quality control. They may go out to the
sites, look at the data, nmake sure that what's in the
record is consistent with what's on the form Again that's

anot her type of oversight but it's different fromthe kind
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of nmonitoring that we're tal king about here that a data
nmoni toring commttee woul d do.

When did data nonitoring commttees start? This
is one story that 1've heard other people nmay have ot her
stories, but in a clinical trial that the NIH sponsored
back in the 1960s called the University Goup D abetes
Proj ect several investigational anti-diabetic agents were
conpared to placebo and this, you have to renenber, was
sort of the very beginning of clinical trials. Random zed
clinical trials were brand new in the 1960s. There were no
oversight groups. There was a group of investigators who
were nmounting this trial and | notice that increased
cardi ovascul ar nortality was enmerging early for one of the
agents, not what was expected in this trial. These agents
were hoped to inprove nortality. There was no established
statistical nonitoring plan. This was well before the era
of statistically based sequential designs and the
i nvestigators and sponsors were winging their hands, not
really sure what to do about this, but their gut feeling
was let's get sone outside experts who are not invested in
the trial in the way we are to have a fresh |l ook, to help
us really make the best decision we possibly can, based on
t he dat a.

So it was this sense of needing sone objective

kind of |ook that may have led to a recognition that it
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woul d be generally good to have sone kind of external
advice on this sort of thing.

In 1967 a report was issued to what was then the
National Heart Institute, now NHLBI, regarding the conduct
of clinical trials. This report is widely referred to as
the G eenberg Report because the commttee that put it
t oget her was chaired by Dr. Bernard G eenberg, who was
chair of the Departnent of Biostatistics at the University
of North Carolina. This covered the range of good clinica
trials practices for that tine and it included a
recomendation that a formal conmttee be established to
review the accurul ati ng data on safety, efficacy and trial
conduct .

| don't think the phrase data safety nonitoring
board or data nonitoring commttee was used in this report.
It was published after a nunber of years ultimately in
Controlled Cinical Trials in 1988 so if you're interested
in the report, you can find it there.

|"mnot going to say too nuch about history.
Data nonitoring commttees have been conponents of
federally funded trials for a very long time, particularly
the NIH and the VA, but there are probably other agenci es,
as well. Departnment of Defense and CDC have done clinical
trials probably that have used data nonitoring commttees.

They' ve been used primarily in nulti-centered trials with
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nortality end points or end points of major norbidity,
things that will have a permanent inpact on people's
fundanent al heal t h.

And the reason that these comm ttees have been
felt to be needed for these kinds of trials is because in
these trials efficacy and safety end points essentially
overlap. |If you have a nortality end point and you expect
to see deaths in the course of the study, if you have a
safety problemw th your drug where there's excess
nmortality, you can't really see that by |ooking at
i ndi vidual cases. You need to | ook overall at the nunber
of deaths being observed. So it's an efficiency end point
but it's also a safety end point and sonebody needs to be
| ooking as the trial progresses to see if there's any kind
of difference energing.

Because of the inportance of these end points,
there's a real ethical inperative to nonitor. |If the trial
is part-way through and it's very clearly established that
nore lives are being preserved on one armthan the other,
it would be inportant not to continue to enter patients on
that trial. And as was noted in the UGDP exanple, there is
a need, because the stakes are so high, a need to insert
sonme objectivity into the interimassessnents, to try and

make sure that the decisions that are nade are based on the
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data and not on possi bl e extraneous influences from which
few of us are free.

Now in industry data nonitoring conmttees were
not used so frequently in industry trials prior to the
1990s. For sone trials they were used, particularly trials
with nortality end points, primarily but not entirely in
t he cardi ovascul ar area. But recently there's been a | ot
nore use of data nonitoring commttees in industry trials
for sone of these reasons. Industry is sponsoring nore
trials wwth nortality end points or other major end points.
Again we're still in an early phase of evol ution of
clinical trials methodol ogy. There's been a hei ghtened
awar eness of the value of independent nonitoring in sone of
t hese circunstances, | think, and there's also, | think,

i ncreased governnent -i ndustry col | aborati on that has

i ntroduced industry to sonme of the data nonitoring
approaches that have | ong been used in trials that are
sponsored by governnment agenci es.

Now data nonitoring conmttees are al nbst
entirely absent in FDA regulations. There's only one type
of trial that actually requires a data nonitoring conmttee
and those are trials in which inforned consent is waived.
And sone of you will remenber that a regulation was issued
in 1996 dealing with energency research in which inforned

consent was sinply not feasible, and | have the CFR
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reference up there. Wiy would it not be feasible? If a
patient is unconscious or otherw se unable to provide
consent and no proxy can be available within the tinme frame
in which treatnent would be required to be started.

So this was a regul ation ainmed specifically at
being able to do research in this kind of circunstance but
the circunstances were very limted. There was great
concern at FDA and outside the FDA about allowing a trial
to proceed without infornmed consent. It had to be a life-
threatening situation. The trial could not be feasible
wi t hout the waiver. There had to be a strong scientific
basis established for the investigational treatnent.

And because we were not having such a
fundanmental protection as informed consent, additional
protections were required in such trials, such as prior
comunity consultation, public notification, and the
establi shment of an independent data nonitoring commttee.
So this is the only place where data nonitoring comrttees
had been required.

Data nonitoring conmttees have been nentioned in
several FDA gui dance docunents, nostly those devel oped
t hrough the I nternational Conference on Harnoni zation
including the E3 docunent, Structure and Content of

Clinical Study Reports, E6, the Good Cinical Practice
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docunent, and E9, Statistical Principles for dinical
Trials.

E3, this is sort of an after-the-fact docunent.
It tells you how to report once you' ve conpleted the tria
and it says well, if you had a data nonitoring conmttee
you've got to tell us about it. W was onit? Howdid it
operate? \Wat statistical nonitoring plan was used? How
did you nmake sure that people who were supposed to be
bl i nded stay blinded? You need to describe the interim
anal ysis and you need to provide all the m nutes of the
nmeetings and the interimdata reports. So that's in one of
t he gui dance docunents.

E6, the Good Cdinical Practice docunment, has a
section that nmentions the independent data nonitoring
commttee, basically provides a sort of definition and
specifies that it should have witten operating procedures
and maintain witten records. So it's not a whole |ot of
detail .

Alittle nore detail in the E9 docunent,
Statistical Principles for inical Trials. Again it notes
what a data nonitoring commttee does. It evaluates
interimdata and makes reconmendati ons to the sponsor--that
it should have witten operating procedures and maintain
nmeeting records. This is the first docunent where the

notion of confidentiality of interimdata is nentioned and
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the protection of the trial integrity, that an independent
data nonitoring comrittee will help with those. It notes
that it is separate froman IRB or an IEC, not the sane
thing, that its conposition is nmultidisciplinary, and it
notes that if there are sponsor representatives
participating in the data nonitoring activities, then those
roles nmust be clearly defined and it nust be clearly
understood how interimresults within a sponsoring

organi zati on woul d be controll ed.

So today data nonitoring commttees are
increasingly used. NH and the various NIH institutes have
established policies requiring data nonitoring commttees
for many extranural and intranural trials and you can find
t hose gui delines on the NIH websites.

Data nonitoring conmttees have becone a standard
in industry trials with major end points, for the nost
part, and they've been suggested even for sone early phase
trials when you have a novel high-risk treatment and we're
going to be discussing sone of those possibilities.

There are a variety of nodels for data nonitoring
commttee operation. People who have been doing this for a
long tine--1've talked to a | ot of people and different
people do it different ways and nost people think that
their way is right, so | would not say that there is an

absol ute consensus on what the optinmal approach is and
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there may be multiple approaches that coul d be acceptable
in any given circunstance.

In 1998 the Ofice of the Inspector CGeneral of
HHS i ssued a report on institutional review boards and
while the focus was on IRBs, there were two recommendati ons
that dealt specifically with data nonitoring conmttees.

The first recommendati on was that data nonitoring
commttees be required for trials under NIH and FDA purvi ew
t hat neet specified conditions, didn't say what those
conditions would be but said that NIH and FDA woul d need to
define those conditions and woul d need to specify
requirements for data nonitoring comrttee conposition.

Well, this docunent is, in a sense, a response to
this, although the word "required" doesn't really fit with
a gui dance docunent but we have tried to respond to this
reconmendat i on.

The second recommendati on was that data
nmoni toring commttees should have primary responsibility
for reviewi ng and eval uating adverse experiences occurring
inthe trial and that data nonitoring commttee
assessnents, along with summary data, could be shared with
| RBs. We've certainly had a | ot of discussion about this.
We're not entirely sure that the data nonitoring commttee
is the best place for primary responsibility for review of

i ndi vi dual adverse events, although they certainly do have
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a role overall in considering adverse events in a trial and
| think we'll have sone di scussion of that.

The devel opnent of this guidance was a joi nt
effort of three FDA centers plus the Ofice of the
Comm ssioner. Center for Biologics, Center for Drugs,
Center for Devices and Radi ol ogical Health all were
i nvolved in the devel opment of this docunent, as well as
the Ofice of Good Clinical Practice, the new Ofice of
Good dinical Practice headed by Dr. Lepay.

We did get interimcoments, very helpful interim
comments from our colleagues at NIH on this docunent. W
also solicited sone interimcoments fromtwo FDA advisors
that were considered in putting together what is our final
draft.

And you' ve seen this slide. This is the title of
t he gui dance docunent.

Just a couple of introductory comrents to the
docunent before |I turn this over to Dr. Canpbell. The
docunent frequently refers to the sponsor and there could
be a question as to who is the sponsor, who acts as the
sponsor. Generally at FDA we regard the sponsor as the
group, the organization that holds the | ND but we
acknow edge in the opening of the docunent that sonetines
sponsors del egate authority for decision-naking to sone

entity. It could be a steering commttee, could be a
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contract research organization or even a principa
i nvestigator. And when you read the sponsor does this or
t he sponsor may do this in the docunent, you should al so
read the group, the entity to whomthe sponsor may have
del egat ed such deci sion-nmaking authority. It seened
awkward to continue to wite "or the steering conmttee" or
what ever throughout the docunent. So that should be
understood. The sponsor may be a conpany or nay be a
gover nment agency.
We discuss briefly the issue of governnent and
i ndustry sponsors. W believe the issues discussed in this
gui dance docunent are relevant to all trials, whatever the
sector of the sponsor, so we don't distinguish between
government and industry sponsors but we do recogni ze that
there are differences in type and extent of conflict of
interest that exist for governnment and industry sponsors
and those nay have inplications for the types of data
nmoni toring commttee approaches that are established.
Now t he intent of this guidance docunent is to
descri be general ly acceptable nodels for data nonitoring
conm ttee establishnent and operation, to discuss possible
advant ages and di sadvant ages of different approaches, and
very inmportantly, to increase awareness of the potenti al
concerns that can arise in trials when conparative data are

subject to interimnonitoring and we' ve had sone experience
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with this, which we'll be discussing today. | know that
sone of these issues | had not been aware of before com ng
to FDA so | think it is inportant to consider these.

We al so address the relationship of data
nmonitoring comittees to the regulatory requirenents for
nonitoring and reporting, to understand who maintains who
responsibility.

VWhat it's not intended to be is prescriptive.
It's not intended to | ay out the exact single nodel of data
monitoring commttees that everything should adhere to. W
are really trying to raise issues and help those who are
sponsoring clinical trials to understand what sone of the
i ssues are so that we can devel op optimal strategies.

That's it. Thank you for your attention.

DR. LEPAY: Thank you, Susan. | think that was a
very good introduction to our guidance docunment today, to
some of the history on data nonitoring conmttees.

W' ve organi zed the programtoday in three
sections, as you'll see, with anple opportunity for both
open di scussion as well as panel discussion with each of
t hese sections.

The first section covers the chapters 1 through 3
of the guidance docunment and with that, I wll turn over to
Greg Campbel |l for our second presentation. Geg is the

director of the Division of Biostatistics in the Center for
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Devi ces and Radi ol ogi cal Health and he will be talking
about certainly one of the nobst inportant topics addressed
Wi thin this guidance docunent, sone of the thinking behind
which trials need data nonitoring commttees.

VH CH TRI ALS NEED DATA MONI TORI NG COW TTEES?

DR. CAMPBELL: Thank you, David.

Well, | get the pleasure of trying to explain
when one shoul d consider using a data nonitoring commttee
and when not.

The first question and the inportant one, |
suppose, is are data nonitoring conmttees always needed or
al wvays advi sed? And the answer quite sinply is no, that
there are lots of situations where it's |less than clear
that a data nonitoring comrttee woul d be hel pful
Al though it's not advised in every trial, there are
advant ages, there are situations where a data nonitoring
commttee m ght prove val uable.

So Susan El | enberg in her opening remarks
mentioned that there is a situation where a data nonitoring
commttee is required and it's in the case where one is
dealing with sone energency therapy and there is waived
i nformed consent. An exanple of this would be the
automatic external defibrillators that you see now in
ai rports and sonetines on airplanes. Those external

defibrillators were tested in a clinical trial with a data
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nmonitoring commttee. Wat one needs there is to act very
qui ckly. There's no possibility of informed consent except
as a community, and that's an exanple where the DMC i s
required.

What is clear and what is in the regulations is
that all clinical trials do require safety nonitoring but
this doesn't necessarily nmean that every trial needs a
formal conmttee that's external to the trial organizers
and to the investigators. One could, for exanple, in
nonconfirmatory studi es imgine an independent safety
nmoni tor who woul d essentially in real tinme evaluate the
safety consi derations of each and every patient in the
st udy.

So what I'd Iike to do now is present an outline
of the other tinmes when one should consider a data
nonitoring conmttee and there are essentially three main
bullets here. The first is risk to trial participants and
this is the first and forenost situation that one wants to
consider for data nonitoring commttees. The inportant
thing is to be able to protect the subjects by insulating
t he deci sions about continuing or curtailing the trial from
those that may have a financial interest or even a
scientific interest in the trial's success.

More generally, the overall welfare of patients

with the disease and others in future clinical trials is
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al so a consideration for the data nonitoring commttee.

The inplication here is that if one had a failed clinical
trial, that mght styme the devel opnment of an entirely new
t echnol ogy conpl etely.

There are pragmatic i ssues having to do with the
practicality of the data nmonitoring commttee and its
reviewand I'lIl go into each of these in great detail.

The third point is the assurance of scientific
validity. There's a major advantage for data nonitoring
commttees in terns of safeguarding the scientific validity
of the trial and so without that independence, there may be
a perception that the trial was not conducted in a
scientifically valid manner.

So let's turn attention to the first of these
three points, the first and forenost, that of protecting
trial participants fromri sk.

A first and major factor to consider here is what
is the end point, primary or secondary? 1Is it, in fact,
nortality or major norbidity? If the answer to that
gquestion is yes, then a data nonitoring commttee should be
consi dered very seriously.

And there are lots of exanples where this could
arise. For exanple, in a random zed clinical trial for a
cancer cheno prevention strategy, one woul d consi der

strongly a data nonitoring comrittee. |In cardiovascul ar
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devi ce random zed clinical trials one of the major end
points is called MACE. It's the mjor adverse cardiac
events and that's, of course, either nortality or M or
future reoperation. Those are mgjor nortality/norbidity
end points and a data nonitoring commttee should be in
effect there.

One coul d al so inmagine a random zed clinica
trial for a newretroviral therapy for HV and as a fourth
exanpl e, a random zed clinical trial for a new regi nen for
adj uvant treatnent of col on cancer.

So here are four exanples where the primary end
point is nortality or severe norbidity, major norbidity in
a random zed clinical trial and a data nonitoring conmmttee
is clearly indicated.

A second point is to answer the question would a
favorabl e or unfavorable result early in the trial suggest
termnation? So this is an ethical question. |If you're a
manuf act urer of sone nedi cal product and your product
perfornms in an extrenely optinml fashion, you and your
i nvestigators may be no | onger having equi poi se. You may
want to stop that trial right away, rather than expose
subjects in the control armto the inferior therapy.

And that goes actually in the other direction, as
well. If it turns out that the new product, be it a device

or a pharmaceutical drug or biologics, if there is sone
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di sadvantage in the trial that shows up early, for the
safety of future patients in that trial you would want to
di scontinue enrollment for ethical reasons.

A third question to ask in this section about
risk to trial participants is is the new treatnent so nove
that there is very little prior information on its clinical
safety? For exanple, one m ght have a new nol ecul ar entity
for which there is not any information in the confirmatory
setting about its safety, for exanple. Then a data
monitoring commttee should be strongly consi dered.

Anot her exanpl e woul d be a nedical device, a
novel technol ogy for which its operation is poorly
understood. It's not clear to everyone exactly how the
devi ce m ght appear to be delivering benefit. In those
situations a data nonitoring conmttee should be considered
seriously.

And a fourth question here is is there a
particul ar safety concern? Has sone safety concern already
shown up perhaps in phase Il trials that m ght cause one to
| ook carefully in the confirmatory study? For exanple,
perhaps there's a hint that there mght be a liver toxicity
problem In those cases it would be well|l advised to have a
data nonitoring commttee to follow up.

The fifth point is the fragility of the

popul ation that's being studied. [If, for exanple, one is
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| ooking at a trial that involves children, then data
nmonitoring commttees should be something that one
considers. For exanple, in vaccines one m ght have a
chi | dhood vaccine trial. |In those cases why would you
worry about in particular a data nonitoring conmttee?
Well, one point has to do with infornmed consent. In
situations where the population is fragile, the issue about
i nformed consent would be of concern and it's sonething
that data nonitoring comrittees can help to safeguard.

The second point, the elderly, there are
certainly lots of studies where the therapies involved are
for the elderly population, who may not be well equipped to
make deci si ons.

A third fragile population are patients in very
ill health; for exanple, patients with H'V entered into a
random zed clinical trial. In those cases a data
nmonitoring comrittee is indicated. In a study for
congestive heart failure where you're tal king about people
wi th severe disease, NYHA class three or four, again data
monitoring comnmttees would be a very good i dea.

Are there adverse events that are expected or
likely? These are sonetinmes difficult to protect. It nmay
be difficult to anticipate in advance what's expected and

what's unexpected but a data nonitoring commttee can help
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saf eguard these, as well as unanticipated or unexpected
events that m ght occur.

And the last point in this section on risk to
trial participants, are the participants at an el evated
risk of nortality, major norbidity or toxicity? For
exanple, in a confirmatory phase Il drug trial, there
m ght be the potential for severe liver toxicity. In those
cases one mght strongly consider a data nonitoring
comm ttee.

I f one were | ooking at an earlier phase trial
having to do with dose finding in the case of a drug, one
m ght consider a data nonitoring conmttee there, as well,
particularly if liver toxicity is sonething of worry.

kay, so that's the first point. Let ne go on
now to the practicality of the clinical trials and data
nonitoring conmttees. The first point here has to do with
the tinme lag. It could be that if a data nonitoring
commttee is set up that the trial is so swift inits
enrollment, so swift in the followup with the patients
that the nonitoring conmttee doesn't have anything to do;
the study's over before the nonitoring conmttee could even
nmeet. In those cases it's not clear that a nonitoring
comm ttee adds any value at all

Now what one might want to do in cases where it's

possible to enroll very fast is to stage the enrollnent so
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that that does not necessarily happen, to allow the
nmonitoring commttee to be able to | ook at what's happeni ng
over the course of the trial

There are exanpl es where the enrolnent is very
fast but the followup on the individuals is not. For
exanple, in a vaccine trial, people can be vaccinated very
qui ckly but the follow-up may take years before the
eval uati on of whether that vaccine is effective or not and
safe can be done. In those cases one should consider a
data nonitoring commttee not because you're going to stop
future patients fromenrolling in the trial but if you, for
exanpl e, stop early that vaccine trial, you nay be able to
switch people over fromthe control armto the vaccine arm
You may be able to allow the product into the public arena
much nore quickly. So this is an exanple where even though
you can enroll people right away, there are still
advantages to a data nonitoring conmttee in ternms of early
st oppi ng.

ls the trial large? |If the trial tends to be
|arge, then that's certainly a suggestion that a nonitoring
comm ttee mght be used. And certainly the tradition of
clinical trials, if you go back in terns of the history of
DMCs, the NIH trials tended to be quite large; the trials
for the Departnment of Veterans Affairs tend to be |arge, as

wel | .
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| f one has small trials it's not so clear. One
could imagi ne that you're doing a relatively noderately
sized trial but the inplications in terns of the popul ation
that woul d be affected by the therapy could be quite Iarge,
in which case you nmight want to consider a nonitoring
conm ttee nonet hel ess.

If the trial nmulti-centered? Is it a nmulti-
centered random zed clinical trial? |If the trial were only
to involve a single institution it may be that the IRB
could serve many of the roles that a data nonitoring
committee would ordinarily do. But nobst of the
confirmatory trials that are submtted to the FDA are
mul ti-center ones, so the conduct of these kinds of trials
is much nore conplex and in those cases a data nonitoring
commttee can be quite hel pful.

Anot her point here has to do with globalization
and the fact that there are now nultinational clinical
trials and this is so because not only is there the ICH
effort for pharnmaceutical products and biol ogi cal products
but there's also for nedical devices a gl obal harnonization
effort, as well. If one has a nmultinational trial that's
multi-centered, there are additional issues for nonitoring
comm ttees that nmay have different inplications for the

different regulatory bodies that m ght be affected.
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So, for exanple, if some of the centers are in
the United States and it's being used as a confirmatory
trial for the U S. FDA there may be sonme issues about
whet her the data shows safety and efficacy or safety and
ef fectiveness for the U S. part of the study.

Is the trial conducted over a |long period of
time? As we know, over a long period of time the practice
of nmedi ci ne can change; new therapies can be introduced. A
DMC can provi de sone el enent of insurance for long trials
because, as I'll talk about in a little while, there are
changes that DMCs can easily effect that are nuch harder to
manage if one would not have the data nonitoring conmttee.

More points on the practicality of the trial.
Coul d the enroll nent of investigators or subjects be a
problenf? In sone trials enrollnment nmay not occur as one
m ght plan. In those cases it may be possible that the
data nonitoring commttee, in conjunction with the steering
commttee, may be able to make sone suggestions of how to
i mprove enrollment. There may be sone inclusion/exclusion
criteria that need to be contenplated for a change. And
changes, 1'Il talk about |ater.

The whol e i ssue about equipoise in terns of the
ethical nature of the trial nmay be a problemfor sone of
the investigators. Investigators may drop out as a source

of new subjects not because necessarily anything fromthe
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trial has been rel eased, because presumably the trial m ght
be masked or blinded, but things nmay have changed over tine
and they may no |l onger feel confortable as individuals in
ternms of equi poi se.

If the trial is not blinded, if it's not a nasked
trial, and this happens sonetines in nedical devices, then
equi poi se can be, in fact, nore of a probl em because
different investigators may have sone inpressions that
they' ve built up over the conduct of the trial.

Can the sponsor afford to have a data nonitoring
committee or could they afford not to? Data nonitoring
commttees are sonewhat expensive. There's an issue about
who pays. |In the case of industry-sponsored trials it's
usual | y the conpani es.

And the last point, and this really goes to the
guestion of do we need data nonitoring conmttees for every
trial that comes to the FDA; if that were the case, we'd
run out very quickly of well qualified individuals to serve
on these nmonitoring commttees. There sinply aren't
enough. Although there are lots of experts in this room
there are many, many nore trials than there are experts.

More, of course, can be trained and there are
i ssues about howto effectively do that but there are not
enough, | suspect, experts for all the scientifically

i nportant questions that conme up.
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kay, the third major point has to do with the
assurance of scientific validity. A first question to ask
isis it inmportant that the perception of independence of
t he sponsor fromthe trial be preserved?

Now t his afternoon Dr. Jay Siegel will talk in
greater detail about the whole issue about independence and
data nonitoring commttees but at |east for now the whole
i ssue about scientific preservation of validity can be
hel ped to be ensured by enploying a body that is
i ndependent of the sponsor and i ndependent of the conpany,
t hat doesn't have sone vested financial and/or scientific
interest in the trial. And this has advantages, of course,
in ternms of ethical behavior, as well, and the perception
of ethical behavior.

Wuld the scientific validity of the trial be
guesti oned without a data nmonitoring conmttee? And that's
related to the point that | just nade; nanely, that if
there were financial ties by the people who served on the
data nonitoring commttee, that could create difficulties.

A third question to ask in terns of the assurance
of scientific validity is is the interimanalysis
contenplated with the probability of stopping early for
success or failure? As an exanple, there was a nedi cal
devi ce that came on the scene in the 1980s cal |l ed ECMO

whi ch stands for extracorporal nenbrane oxygenation, and
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this is a treatnent for newborns, neonates, who are in sone
respiratory distress and if those trials were conducted now
it would be very clear that one would want to have a data
nonitoring conmttee not only for the ethical nature of it
but also to preserve the scientific validity.

What tended to happen was there were a nunber of
trials that were done. There were different ways of
random zi ng babies to the two arnms. One was the ECMO arm
one was the standard of care arm And interimanalysis
pl ayed a key role in deciding when to stop those trials.

Anot her exanpl e when one would want to stop early
and preserve the scientific validity has to do with an
indication of a nortality advantage. So, for exanple, if
t he new product has sonme survival advantage, one woul d want
to stop early but still be able to preserve the scientific
validity. A data nonitoring commttee enables you to be
able to have your cake and eat it, too.

And the last point on this slide has to do with
the statistical analysis. |In stopping early, in
particular, there are lots of statistical issues that cone
up having to do with bias and without a data nonitoring
conmittee it's nmuch nore difficult to consider how to
handl e t hose.

In addition, in medical devices in particular,

there are situations that sonetines cone up where a conpany
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cones in early for what was a fixed size trial and the
suspi ci ous person mght ask well, why did they cone in
early? Were they continually nonitoring the trial, even
t hough that wasn't part of the plan? Those create
nontrivial statistical inplications in ternms of trying to
figure out how valid scientifically are the results.

The fifth point in terns of assurance of
scientific validity is that during the trial is it possible
t hat anot her study m ght be released that coul d conprom se
the trial? There nmay be well known other studies that are
going on at the tine that the trial is being conducted that
may have inplications in terns of the control armor in
terms of the treatnent armin the current trial and the
rel ease of information on these other trials could have
grave inplications in terns of the conduct of the trial and
a data nmonitoring conmttee can help buffer that and
provide, in the case of independent data nonitoring
conm ttees, provide decisions of what to do in those cases.

There's an exanple of a device, for exanple,
that's used now in stenting that has recently been approved
by the FDA which allows for distal protection or enbolic
protection and the approval of this device has probably had
inplications in terns of other devices that are currently

inclinical trials.
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And the | ast point here is nodifications to the

trial. It's possible during the trial that different kinds
of things could happen. A clinical trial, after all, is
not a fixed quantity. |It's alnost like a living thing. It

evolves; it changes; it can change. One of the obvious
ways in which a clinical trial mght need to be nodified
has to do with the sanple size. Wen the sanple size is
cal cul ated, different things are assuned about the rate in
the control arm the rate in the treatnent arm Those
assunptions may or may not be valid and it may turn out
that the trial is underpowered and the sanple size needs to
be adjusted. A data nonitoring commttee, although it's
not easy, can grapple wth this. If it's left only to a
sponsor it creates difficulties. There are questions about
the scientific validity in those cases.

A simlar discussion can be nmade for changes to
the primary end point. This has to be done with great,
great care and | should hasten to add that when these sorts
of changes to the protocol are nade, it is extrenely
i nportant that the FDA be infornmed about those changes and
di fferent products have different schedules that require
the notification thereof.

It could be that the inclusion/exclusion criteria
m ght be changed during the trial. There m ght be issues

that the nonitoring commttee sees during the course of the
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trial that are red flags. It could be that there are sone
enrol I ment difficulties and without a data nonitoring
commttee it mght be extrenely difficult for a sponsor to
be able to nmake the case about changing the end point or
changi ng the inclusion/exclusion criteria on the fly.

It could be possible, in fact, that a trial
design could be nodified. For exanple, dropping an armin
a three-armtrial mght be sonmething that could be
considered by a nonitoring commttee. In the case of
medi cal devices it's not unheard of that during the course
of the trial the device needs to be nodified because of
sonme problemthat m ght have arisen and how do you do that?
Wthout a data nonitoring conmttee it's much nore
difficult.

So in conclusion, what | guess | would say is
that for significant risk products, be they pharnmaceuti cal
drugs, biologics or nedical devices, it's extrenely
i nportant that conpanies and their sponsors cone to the FDA
and talk with the respective center, either the Center for
Drugs, the Center for Biologics, or the Center for Devices
and Radi ol ogi cal Health, at the planning stage. So if you
have an IND or in the case of a nedical device it's called
an I DE, an investigational device exenption, cone early,

come even at the pre-1DE stage or the pre-IND stage and
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have a conversation about data nonitoring conmttees and
get the best advice that you can.

The ulti mate deci si on about whether to enploy a
data nonitoring comrittee or not is a conplex one and the
uni que aspects of the particular nedi cal product and where
it fits in the plan study need to be taken into account in
the determ nation of this very conplicated i ssue about when
do you need a DMC and when you don't. Thank you very nuch.

DR. LEPAY: Geg, thank you very nuch.

Wth that, we're going to take our first break of
the norning and resune at 10:30 with our first pane
di scussi on. Thank you.

[ Recess. |

DR. LEPAY: Again can | have everyone's attention
so that we can resune with the panel? Very good.

I"d |ike to introduce our distinguished pane
this norning, the first of our three panels today.

Starting on ny left first is Edward Connor, senior vice
presi dent for clinical devel opnent at Medl nmrune,

| ncorporated. Dr. Rick Ferris, director of the Division of
Epi dem ol ogy and Clinical Research at the National Eye
Institute at NIH.  WIIliam Henderson, director of the Hines
Cooperative Studi es Program Coordi nating Center at the

Hi nes VA Hospital, Departnment of Veterans Affairs. LeRoy

Wal ters, senior research scholar at the Kennedy Institute
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of Ethics, Georgetown University. And Janet Wttes,
president of Statistics Collaborative, |ncorporated.

Again, as | said, a major focal point of this
particular neeting is to get discussion, public discussion,
as well as panel discussion. W're going to first then
nove into our panel and what I1'd like to dois I'd like to
invite each of our panelists to perhaps provide sone of
their own perspective, sonme of their own experiences in a
few mnutes. Then fromthere we can nove nore broadly into
comments across the panel.

Wth that, |I think we'll just go in the order
had nmentioned here, starting with Dr. Connor.

DR. CONNOR: Thank you. 1'd just like to make a
coupl e of brief comments by way of background and
experience. | guess |'ve been involved with various
aspects of DSVMBs or DMBs for the last 15 years or so
through a variety of experiences, the first of which
involved as a commttee chair and protocol chair for sone
of the AIDS clinical trials group studies that were
conducted over the past decade or so; as a committee chair
involved in a portfolio of studies that interacted
regularly with NIH s DSMB.

And as a protocol chair for 076, which was a
trial of perinatal transm ssion using AZT, as a protocol

chair involved in the conduct of that trial and ultinmately
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with the DSMB as a deci si on- maker, having been on the
receiving end of the DSMB's decision to stop that trial
early because of efficacy, first-hand was able to
denonstrate the actual imediate inpact of having such
commttees involved in certainly high-profile and inportant
clinical trials. 1In those instances the rapid decision of
efficacy in the studies allowed i medi ate i npl enentation
actual ly of that prophylactic reginen and had substanti al
public health benefit that was able to be facilitated
through the intimate invol venent with the DSMVB.

For the last eight years or so |'ve been involved
in the sponsor side as a clinical devel opnent person at
Medl mmune and in that capacity have obviously been invol ved
in several instances of the devel opnent of |arge phase II
clinical trials and have been involved in inplenenting and
managi ng DSMB activities related to those trials.

So | think in general, the docunent that has been
produced as gui dance has really done a very good job at
being able to capture the issues related to the
i npl enentation of DSMBs within clinical studies and by and
| arge represents the paradi gm by which decision-nmaking is
arrived at regarding how t hose agencies are actually
involved in clinical devel opnent.

| think some of the issues that we'll ultimtely

be di scussing have to do with the resource of fol ks who are
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expert in those areas and how that resource can be
efficiently used to optim ze involvenent in the mjor
trials and also in sone of the issues related to how you
take the trials that don't necessarily fit into the clearly
needi ng SMC or DMB or clearly not needing a DVB and nake
deci sions around those issues. So that's all. Thank you.

DR. LEPAY: Dr. Ferris?

DR FERRIS: In 1973 | had the privilege of ny
first data nonitoring conmttee chaired by Jerry Cornfield
and in the succeeding years |'ve been on a nunber and as
time has gone on I'mnore and nore convi nced of the val ue
of these froma nunber of perspectives. Most inportantly,
rarely--never are we dealing wth a perfect experinent and
rarely do you find that everyone | ooks at the accunul ati ng
data and cones to the sane deci sion

| think one of the nost inportant reasons for
havi ng the data nonitoring comrttees, as was di scussed
earlier today, is these are living things and it takes a
group of people to devel op a consensus. The FDA often has
panels to review data because these aren't perfect data.
There's al ways mi ssing data, there's always bias, so
there's always interpretation of the results and | think
the conmttees are inportant.

To that end, at the National Eye Institute now

all of our interventional studies have data nonitoring
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commttee reviewand | think it's inportant to note the

di fferences that were pointed out earlier today between |IRB
review and data nonitoring review. | don't think |IRBs have
the kind of expertise that is outlined in the docunent for
reviewi ng accurmul ating data in a way that data nonitoring
comm ttees do.

So at the National Eye Institute now all of our
studi es have on-going review. The intermural trials have
one data nonitoring comrittee. Many of the studies are
very small. The commttee probably reviews nore than 20
different studies. They neet regularly but al so have
conference calls, interimconference calls, and when
sonmet hi ng conmes up they reviewit.

Just one anecdote. | was remnded as | listen
today, years ago a friend of mne in the Cancer Institute
was tal king to nme about what he considered to be a very
difficult situation. He was a statistician. He was
| ooki ng at on-goi ng accunul ating data and noticed that
there seened to be nore deaths than in the untreated group
and he felt very concerned about noticing this difference.
He talked to the investigator and as a clinician, we're al
pretty adept at coming up with reasons why this person had
this bad event or that person did and I think having this
i ndependent reviewis really an inportant part of clinica

research.
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DR. LEPAY: Thank you. Dr. Henderson?

DR. HENDERSON:. | found the gui dance docunent to
be very well witten, very well done, and I'd like to
congratul ate the authors. | think G eg Canpbell did an
excellent job this norning of pointing out the aspects and
determ ni ng whether or not a data nonitoring conmttee
shoul d be establi shed.

Just a little bit about the VA The VA is a very
| arge health care systemin the country. W do many
different types of trials--drug trials, device trials,
surgical trials, and |lately we've been getting into trials
dealing with health care organi zati ons where the unit of
random zation is not the patient but it mght be the
physi cian or the clinic or the hospital.

| found this docunent to be a very good exercise
for me because it's just standard in our programthat every
one of our trials has a data nonitoring commttee. So |
ask hinself, why is this so? Are there sone trials where
we mght not need it? And what are the reasons why we have
a data nonitoring commttee for every trial? | nmean we
have sone trials where the risk is not very great, like
it's just synptomatic relief for the patient, but we still
have a data nonitoring conmttee and | canme up with these

reasons.
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We do | arge-scale trials, nulti-centered trials,
nostly long-termtrials. W have a vul nerabl e popul ation
that we're dealing wwth. But | think another very
i nportant reason, which is the third point that Geg
Canmpbel | brought up, and that is the scientific validity of
the trial. | think an independent data nonitoring
commttee gives the trial better credibility than if you
don't have ont.

One other thing I wanted to just raise and that
is the perspective of the patient. 1've been the head of a
coordi nating center doing these clinical trials for 25
years and |'ve always asked nyself, would | participate in
this trial that we're doing? | think the patient deserves
protection and | think the data nonitoring commttee gives
sone of that protection to the patient in ternms of having
an i ndependent body reviewing that trial.

So | would argue that nost trials should have
data nonitoring conmttees, even the small trials. You can
conbine the small trials and have one comm ttee review
several trials if you have small trials but | would argue
internms of having a data nonitoring commttee in nost
i nstances.

| think it's also inportant to, in every
protocol, to specify that you' ve thought about the data

monitoring conmmttee, whether or not it's needed, if it
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isn't needed, the reasons why, if it is needed, standard
operati ng procedures, and so forth.

| agree with the other comments that data
noni toring commttees have been extrenely val uable in our
program and | would highly reconmend them

DR. LEPAY: Thank you. Dr. Walters?

DR. WALTERS: |, too, would like to conmend the
FDA and in particular, Susan Ellenberg for this very
t hought ful gui dance docunent.

|"d like to nmake three points in ny conments.
The first is that there's a gaping hole in the docunent as
it stands and it begins with the title of the docunent.

Al'l of the focus is on the role of data nonitoring
committees and nothing is said in the title about the role
of statisticians or coordinating centers and | think that
these two groups, or in some cases it's an individual
statistician, are equal partners and equally inportant
partners in the nonitoring of clinical trials.

In fact, I'd go a step further and say that the
data nonitoring commttee neets quarterly or perhaps tw ce
a year, takes a look at the data each tinme and renders a
judgnent. In an energency the commttee can be convened in
person or by conference call but the individual or the

group that's in the trenches day after day is the
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coordinating center or the statistician or statisticians
responsible for the trial.

So | would Iike to see the role of the
statisticians included in the title. 1'd |like to add "and
the role of trial statisticians” to the title of the
docunent. In part 3 of the docunent where it tal ks about
DMCs and ot her oversight groups |I'd like to take out
"oversight" and just tal k about the DMCs and ot her groups
or individuals and include a separate section on
statisticians or coordinating centers.

Secondly, if statisticians or coordinating
centers have such an inportant role in studies then
everything that's said in this docunment about the
i ndependence of data nonitoring commttees | think should
apply equally to statisticians or coordinating centers. |If
the trial is going to be viewed as having integrity then
the statisticians have to have i ndependence and an
insulation fromthe sponsors. | think Section 6 in this
docunent on the inportance of the independence of the data
monitoring conmttees is an el oqguent section of the
docunent and | would like to see sonething simlar said
about these inportant statisticians or coordinating
centers.

And third and finally, I'lIl say sonething about

the conposition of the data nonitoring conmttees. Here
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|"mcheating a bit because we're supposed to only focus on
parts 1 through 3 of the docunent.

Early in part 4 there's sonething said about the
i nportance of having clinicians and biostatisticians on
data nonitoring comrttees. This is not sinply an attenpt
to drumup jobs for people trained in ethics. | actually
think it's very inportant to have an additional perspective
on data nonitoring commttees; that is, one that

conpl enents the perspective of clinicians and

bi ostatisticians. It nmay be a person formally trained in
ethics. It may be sonebody trained in law, as |long as the
person is not too adversarial. It may also be a consuner

representative. But what |I'mreally interested inis
br oadeni ng the viewpoint of the data nonitoring comittee
and it's a kind of triangulation in a nonpolitical sense
within the conmttee, to nake sure that all inportant
poi nts of view are bei ng heard.

"1l use an exanple froma recent DMC experience.
Havi ng soneone from a Cari bbean country in which a clinica
trial was being conducted gave the data nonitoring
commttee insights and points of view that we North
Anmericans woul d never have had.

So the conposition of the commttee should be

| ooked at carefully and I think in addition to clinicians
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and biostatisticians, it mght be very useful to have one
or two additional perspectives.

DR, LEPAY: Thank you. Dr. Wttes?

DR. WTTES: 1'd like to echo the congratul ati ons
t hat everybody has nmade about the gui dance docunent. |
think that it struck really the right tone, that as a first
gui dance it's come out in a very flexible way addressing a
ot of the issues and | think we'll all be fleshing out how
it gets inplemented over tine.

| want to thank LeRoy for his very el oquent
support of statisticians and also to coment that |, over
t he years, have found how useful it has been to have
ethicists--and actually | like themtrained in ethics--on
the conm ttees because they do bring a very, very different
ki nd of orientation and perspective that | think is very
useful .

l"d like to tell you a little bit about how I
started in DSMBs or DMCs--1 will try ny best to change the
initials--and then to argue for sone training, which
think Geg alluded to but I want to enphasi ze.

My first experience was at NHLBI. | came in in
1983 and like the first day | was there Gordon Land, who's
here, and Kent Bailey--1 don't know if Kent is here--came
up to me and he said, "Look, just go to every DMC'--then it

was DSMB--"every DSMB that you can go to because you can
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learn a lot, it's the only way you're going to understand
it and it's really fun."

So | did that. Now, of course, unfortunately in
t hese days we can't do that anynore because now there's
many nore rul es about who can attend and who cannot attend,
but it provided for us at the Biostat Branch, for the
Bi ostatistics Branch at NHLBI, the ability to go to
comrmittees to really understand--and | echo what Ri ck said-
-the fact that these decisions and the discussions are very
conplicated, they're very nuanced, and they reflect a
certain sociology of a conmttee that varies fromcommttee
to commttee.

And | would contend, and this is leading into the
training, that if one plops a statistician onto a conmittee
as the first tinme that person has ever been on a committee
or one plops an ethicist or one plops in a clinician,
al t hough there's usually some other clinicians on the
commttee, it can actually be very harnful because the
person is learning and training at the sanme tine, |earning
himor herself and training the conmttee in statistical or
ethical principles for DSMBs for the first tinme.

| do think that topic nunber two, the guidance
talks a | ot about the simlarities between government and
industry trials and roles of DMBs in the two and |'ve been

vacillating over the nonths that |'ve thought about this
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but I've cone to believe that there is actually a profound
difference in the way in which these two sets of trials are
run, that governnent trials, as several people here on the
panel fromeither NNH or Bill fromthe VA that they are
real ly spendi ng public noney and they're sponsored by the
public and there is a sort of public trust that I think is
fundanmental ly different froman industry-sponsored tri al
and | think we do have to think about how that transl ates
into what roles of DVMBs, and it'Il cone out, | guess, in

t he afternoon, who attends.

The other issue | did want to raise, | have to
respectfully disagree with Geg on his extension of the
roles of DMC to reconmendi ng changes in certain aspects of
protocol. And again | vacillate about this. | think it's
very inportant to have flexible designs for trials but I
think that a data nonitoring conmttee--renenber a data
nmonitoring committee is seeing data on efficacy and for it
to have the ability and the right to change end points and
to change crucial aspects of design | think can sacrifice
the integrity of the design. | think we have to think very
clearly about who is responsible for that and whet her
that's a DMC role or not. Thank you.

DR LEPAY: Thank you.
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|"d like to open this up now anong the panel for
any additional conmments or questions, information, they
could provide us with. So again any takers?

DR CONNOR: I'd like to just followup a little
bit on what Janet said about training and the conposition
of the DSMB or DMBs. One of the things that happens during
the years that 1've been on the industry side of this is
t hat obvi ously when you' re approaching a phase Il trial
and a |l ot has gone into the devel opnent of a particular
product you're in many ways handing over to this
i ndependent group a lot of very profound decisions. That
obviously is true in the public sector, also.

But the talent base of folks who understand the
role of the DSMB and t he deci si on-naking of the DSMB i s
really very critical and in all the instances that |'ve
been involved with so far, we've been very lucky in the
sense that both on the NI AD side and on the private
i ndustry side we've been able to have fol ks that are very
tal ented and experienced involved in that process but | can
i magi ne that there are instances where, as nore safety
nmonitoring commttees are charged and nore |large clinica
trials get done, the need for folks specifically
experienced and nentored in the process of DMC activities
is really very critical and the confidence with which folks

are able to invest the responsibilities into the groups is
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very inmportantly based on the tal ent base that exists to be
able to acconplish those goals.

So sonehow as we inplenent this very inportant
process nore broadly than we have it right now, it's very
i mportant that an el enent of specific attention be paid to
t he devel opnent of folks with specific expertise in this
ar ea.

DR. FERRIS: 1'd just like to follow up on that
with regard to clinicians on data nonitoring conmmttees
because it's clearly inportant to have that perspective.

One of the problens that |'ve seen over the years
with clinicians on data nonitoring conmittees is by nature
we're interested in individuals and what happens to this
i ndi vidual and at tinmes some of the clinicians have asked
literally for every case report. Bring in the wheel
barrows because they want to see every | ast piece of data.

| think it's inportant to have all perspectives
but anong the clinicians | think there has to be at | east
one who is experienced in clinical trials and clinical
research so that the commttee doesn't start down the wong
pat h.

DR. HENDERSON: | thought Janet raised a very
interesting point and that is the trials at NTH and VA are
gover nnent - sponsor ed, whereas the industry trials are

sponsored by industry, funded by industry, and what
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i nplications does that have on the need for data nonitoring
commttees or the operation of data nonitoring commttees?
Did you have sonething in mnd by your conmment?

DR WTTES: No. M conment was just that ny
goodness, they're different and that we need to think
about--it's actually been precipitated by sone i ssues where
sonme of the institutes want to be in closed sessions of
commttees and sonme of themdo not. Certainly in industry-
sponsored trials--well, | shouldn't say certainly--1 think
the standard is not to be there.

So |'ve been actually struggling in nmy own m nd
about whet her the sane nodel should apply and whether it is
ripe or not ripe for governnent sponsors--and whether the
word i s sponsor or not, | don't know-to be in closed
sessions. So | don't have an answer but | do think the
t hi nki ng needs to be different.

How s that as a cop-out answer?

DR. HENDERSON: But it seens to ne that | think
in the docunent they nade reference to the i ndependence of
the data nonitoring commttee and the fact that the
industry is actually excluded fromthe discussion of the
out conmes broken down by treatnment group or they aren't
involved in the data nonitoring commttee at all, and

that's the definition of independence.
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It seems to ne that in any case | think the
i ndependence is good but basically the data nonitoring
comm ttee nmakes recommendati ons back to the sponsor and
then it's the sponsor's job to act on that. They m ght act
onit; they mght not act on it. So the industry sponsor
has the |l ast word on those issues.

One question that was raised in ny mnd, what if
there is a conflict between what the data nonitoring
comm ttee recomends and what the sponsor wants to do? How
is sonething |ike that resolved? Mybe that'll cone up
| ater on in operational issues.

DR WTTES: | think what Bill raises is exactly
the issue that |'ve been struggling with. [|If a commttee
cones and recommends to the sponsor, either the governnent
or the industry sponsor, to nmake such-and-such a change,
think the tradition has been for such an industry
recommendati on the industry ought to make that change and
the conmttee may not say why it's making the
recommendation. It just says namke this change or let ne
see these data or let us see these data, or so forth.

Wher eas when such a recommendati on goes to a gover nment
sponsor it is very hard to not give the information that's
| eading to the recommendation and it's very hard to expect
t hat sonebody responsible for public nonies is going to

make changes w thout justifications.
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DR. ELLENBERG | just wanted to respond to a
comment that Janet had nmade earlier about the role of the
data nonitoring commttee in making protocol changes. |
just wanted to clarify that we certainly agree that when a
group has seen interimconparative data they're not in the
best situation to make a recommendati on on a change t hat
could, in fact, be inpacted by the data that they've seen.
But the fact of having a data nonitoring conmttee
monitoring the trial actually frees up the trial |eadership
to make changes because there may be a need to nake a
change in a trial. Sonmetinmes it cones from externa
information that cones out and if the only people who are
in a position to make the change are people who have seen
the interimdata, you have no way out of this sort of
conundrum But if the data nonitoring commttee is
reviewing the interimdata, then that will free up the
trial |eadership to be able to make a change that they
think i s needed.

So our intent is not that the data nonitoring
commttee would, in fact, be reconmmending a change in a
protocol end point. |It's that they protect the ability of
the trial to make such changes.

DR FERRIS: 1'd like to just address the issue
of whether the government and industry are the sane. |

think we can probably all agree that they're not and there
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are certainly perceived differences between how the tri al
comes out and how the governnent wants their trials to cone
out and how industry wants their trials to cone out. |
think we all want themto cone out successfully but a I ot
of the trials I've been in, | would have been equally happy
if we showed the treatnent didn't work. So there is a

di fference.

However, | think it's inportant to renenber that
data nonitoring commttees aren't always correct. | was
listening to the historical issue of the University G oup
Di abetes Project and | was thinking that based on UKPDS
results, nmaybe the first data nonitoring comrttee nade a
m st ake.

| think there are tinmes where the decisions from
a data nonitoring conmttee need review and | know at
Nati onal Eye Institute a nunber of tinmes we' ve either had
ad hoc or in-place review conmrmittees review the data
nonitoring conmttee's assessnent and there have al ways
been tines when the data nonitoring commttee i s not
unani nous. And a lot of data nonitoring conmttee work--|
think some of what Janet was tal king about in terns of the
training, they really are consensus devel opnent exercises
as nmuch as frequent statistician assessnent of the data.

DR. ELLENBERG W do recogni ze that governnent

and industry trials are different. W do think, however,
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that the issues that are raised can really apply to both
types of sponsors. Wat that neans in terns of

i npl enentati on of approaches may differ but it does not
nmean--what Rick just said about sonetinmes data nonitoring
committees may make the wong reconmendations, | think
that's true. | nmean | think the strongest support of data
nmoni toring commttees woul d never say they're right 100
percent of the tinme, but that's true for data nonitoring
committees in industry trials just as well as data
monitoring commttees for governnent-sponsored trials.

So | think the fundanmental issues are ones that
all sponsors need to think about. That's really the main
poi nt .

DR. LEPAY: Dr. VWlters?

DR. WALTERS: Janet Wttes's suggesti ons about
training rem nded ne of another point that we m ght want to
consider today and that is the role of enpirical research
on the actual functioning of data nonitoring commttees and
per haps eval uation research on how well they're
functi oni ng.

Per haps that conponent ought to be built in right
fromthe start of the FDA gui dance so that 20 years from
now the O fice of Inspector General won't have to do an

i ndependent anal ysis and say oh, there's sone deficiencies
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in the way data nonitoring conmttees function, as that
office did for institutional review boards.

So sone kind of periodic |ook at the conposition
of the bodies, how many nenbers there are, how frequently
they stop trials before the planned term nation, m ght
provi de hel pful feedback on how the whole enterprise is
wor Ki ng.

DR. LEPAY: Dr. Wttes?

DR. WTTES: 1'd like to distinguish two kinds of
right decisions. This is in relation to R ck's coment.

In Iight of data that conme out |ater we can always |earn
that we've made a wong deci sion and that can happen in
science in many different ways and that's why we replicate
experinents, because it's possible that one experinent
shows one thing and one shows anot her thing.

| think the best we can hope for for data
nonitoring commttees is that they act rationally and
reasonably and devel op good consensuses that other people
can | ook back and say yes, confronted with these data, |
too--1 being a reasonabl e person, al so--would have nade the
sane decision or | can't fault the process of the decision.
But we can't assune that data later is going to confirm
what we t hink we saw.

OPEN PUBLI C DI SCUSSI ON

DR. LEPAY: Thank you.
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|'"d like to open this up now to the audience.

What we'd like to do is focus our comments and focus
attention in this particular section on the first three
sections of the guidance docunent if at all possible,
dealing particularly with the need for a DMC and t he
relative roles of DMCs and ot her groups that are invol ved
in overseeing clinical trials.

So again |I'd encourage people to step up to the
m crophone. Again these transcripts are being prepared and
we'd appreciate it if you' d identify yourselves.

DR. LEVINE: Thank you. |'m Bob Levine. [I'lI
have ny opportunity to speak later but | want to nake two
qui ck points on what canme up in this panel.

First, sone people mght |eave this roomthinking
that LeRoy Walters and Janet Wttes nmade the sane
recomendati on about having ethicists on the DMC. LeRoy
t hough, when he spoke of ethicists, included people who are
not trained in ethics and even included sonebody whose only
descriptor was that he or she canme fromthe Caribbean. |
t hi nk what LeRoy's trying to tell us is that we need a
di fferent perspective and it nmay be an ethicist; very
cormonly it would be.

| think the [ater comments that were made about
peopl e who are school ed and working on DMCs is extrenely

inportant. There are a lot of tyroethicists who can be
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really very disruptive, thinking they're going to apply
their principles in the field of clinical trials.

The other point | want to address is that there
are indeed great differences between the DMCs in industry
and in the government. | agree with Susan El | enberg that
t hey can all be expected to follow the sanme basic
principles as set forth in this excellent docunent.

However, they could |earn fromone another. |Industry tends
to have nuch greater formality in the contractua
arrangenents and nuch greater specification of such things
as confidentiality rules and | think people on NIH DMCs
coul d benefit by being rem nded of that sort of thing.
It's just assuned that everybody who serves on a gover nment
DMC al ready knows all about that and often nobst of them do.
| think governnment could also |learn fromindustry
about how nuch to pay a DMC nenber

And ny final point would be that one nmjor
difference, and this, | think, reflects what's been said
about--1 think Rick Ferris brought this up about the
different ideas about what a satisfactory outcone woul d be-
-1 think that we see that manifested in the industry's
strong tendency to try to set the stopping rules or
gui del i nes thensel ves, rather than let the DMC engage in
its own exercise of establishing the stopping guidelines.

And | think that there should be sonme di scussi on of that,
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about who should set the stopping--1 don't |ike stopping
rul es but stopping guidelines, and how to go about doing
that. Thank you very nuch.

DR. LEPAY: Any commrents fromthe panel? Ckay.

MR. CONSTANTI NG  Joe Constantino fromthe
Uni versity of Pittsburgh G aduate School of Public Health.
|"m al so the associate director of a data coordinating
center and | really cane here today to reiterate Dr.
Walters's comments. After | read the docunent it was very
clear to ne that there was a gaping hole in the docunent in
terns of dealing with clinical trials, data coordi nating
centers and the role of a statistician of that coordinating
center with the DMCs.

Havi ng had over a decade worth of experience on
dealing with i ndependent data nonitoring commttees, it's
clear to me that it's essential that the statistician who
works with the data nonitoring comrittee needs to be that
statistician who's involved on a day-to-day basis wth the
data and who sees it in an unblinded fashion. He's the one
that actually is nonitoring the trial for safety and brings
to the attention of the data nonitoring commttee things
t hat occur.

To suggest that an individual who should be going
to the data nonitoring commttee, as is done in the later

portion of the docunent, should be totally independent of
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t he day-to-day operations is not in the best interest of
the primary goal of a data nonitoring comrittee, and that's
safety of the participants.

The docunent doesn't deal enough with the
i nt erchange and t he bal ance that we need to achi eve between
protecting the confidentiality of the data, the integrity
of the trial, and protecting the participants in the trial.
There is a big play-off of all of these things and this is
where sonme of the differences between industry-sponsored
and governnent - sponsored contracts cone into play. There's
di fferences there.

There's also differences that nust be recogni zed
that conme into play in terns of people who actually sit on
data nonitoring comrittees aren't totally devoid of
conflict of interest. These people participate in
cooperative groups who are doing simlar trials to the ones
they're investigating. They go back to the universities
and have col | eagues who participate. So there are
pressures on themto breach confidentiality but we accept
those | evel s of breaches to protect the risk of the
participants. This kind of bal ance of protection of the
risk to participants versus the integrity of the trial
needs to be stressed nore in the docunent.

DR. LEPAY: Thank you. Any conments fromthe

panel ?
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DR. WALTERS: Perhaps one of the reasons that the
role of coordinating centers and statisticians is not
accented nore is that biostatisticians are very nodest
people. Even in a wonderful book Iike "Fundanmental s of
Clinical Trials,” I wuld say that the role of
statisticians in the conduct of clinical trials is, if
anyt hi ng, underpl ayed, even though this book was witten by
a group of very distinguished statisticians.

So FDA may accurately be reflecting what's in the
literature. It nmay be that the biostatisticians are just
too sel f-effacing.

DR. TEMPLE: Some of them perhaps.

Actually, | wanted to follow up on the sane area
that Dr. Walters raised. The obvious reason that the
bi ostatistical center isn't covered is this was a docunent
about data nonitoring conmttees but you can see in the
docunent consi derabl e nervousness about who does the
anal ysi s.

One nodel is that somebody in industry,
presumably very shielded fromthe corporate nmanagenent and
everyt hing, analyses, the data, presents it to the
commttee, but that makes people a little nervous, as the
docunent descri bes, because there are nonverbal signals and

maybe you really reveal it.
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So the alternative is a nore or |ess independent
statistical center. But nonetheless, | think the docunent
continues to treat that center as nore a creature of the
sponsor, working for the sponsor, and | can tell you
personally these centers vary considerably in whether
they're really neutral or whether they're really advocates
for the sponsor.

So for all those reasons, the docunent doesn't
dwell on that very nuch but sort of accepts a w de range.

Now |' m wonderi ng whet her you and t he ot her
panelists think that we ought to be nore insistent on
saying at |east for major outcone trials that the people
who put the data together really ought to be arns-|ength
fromthe sponsors. |Is that what you' re proposing? |
couldn't quite tell but I think it needs nore discussion.

DR. LEPAY: Coments? Yes, Dr. Walters?

DR. WALTERS: Yes, | do think that there should
be i ndependence of the individual or group collecting and
anal yzing the data by treatnent armand that what's said in
t his docunent about the inportance of the independence of
the data nonitoring commttee for the integrity of the data
inthe trial applies with equal force to the role of the
statisticians that are anal yzing the data.

DR TEMPLE: Is it particular studies that need

that treatnment, all of thenf? You' re basically describing a
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situation in which drug conpani es no | onger analyze their
data, period. |Is that what you're saying? O is it only
certain major studies with inportant outcones where you
feel that that was essential ?

DR. WALTERS: | guess as a rule of thunmb I would
say that where there's a data nonitoring conmttee there
ought to be an independent statistical center or an
i ndependent statistician who serves the data nonitoring
comm ttee.

DR WTTES: | think there are several issues
bei ng conflated here. There's issues of confidentiality,
there's issues of conflict of interest, and then there's
i ssues of credibility. | think these are different. And I
think they' ' re going to come up this afternoon but it's
inportant to keep them separate and it seens to ne that
each one of them as you think of each one separately, it
speaks to a different kind of nodel and the issue we have
to face is how do you have one nodel that satisfies them
all?

DR FERRIS: [1'd like to nake one comrent
regarding this and that is when it cones to rules for data
nmonitoring comrttees |'mnot sure there should be any.
There are probably a | ot of ways of doing the job and I'm
not sure any one fits all. | think saying that never can a

conpany do its own statistical analysis seens to go too
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far. |If a conpany does do its own statistical analysis
surely there will be skeptics and critics that are going to
want to see that data and do the anal ysis another way. And
| think we all realize that the data nonitoring commttee

i s beholden to the coordinating center and statistician. A
| ot of m schief can happen between the data and the data
nmonitoring conmttee, so having good, conpetent people is
the key. And, in the end, fudging the data is going to

wi nd up being detrinmental to everybody.

DR, LEPAY: I'Il go to the speaker at the
m cr ophone.

ATTENDEE: Actually, I think I'Il yield to the
ones in front of ne because | have a feeling they want to
tal k about the sane vein and I want to take anot her one.

ATTENDEE: Just a followup on the point that was
raised a little bit earlier. It is inportant for the data
nmonitoring comrittee to deal with a biostatistical center
which is also independent but there are | evels of perceived
i ndependentness. Cearly a statistician who's working for
a private research group around the beltway is different
than one that's working for an academ c- based clinica
coordinating center. It's different than one that m ght be
a private consultant working for an industry.

These are the types of things that need to be

recogni zed as differences between the types of trials. And
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when | said there's a give and take between--an arm s
length is an arms length but it mght be a two-foot arm or
a three-foot armand sonetinmes a two-foot armis
acceptable. These are the kinds of things that | think
need to be brought out and nmade cl ear.

DR. ELLENBERG Could I just ask for you to
el aborate on the difference between, say, a coordinating
center at an academ c organi zation and one that's a private
consul ti ng group?

ATTENDEE: Sure. An individual who's working at
an academ c center has his primary boss as the university.
He's a tenured person at the university. H's job doesn't
depend on whether or not, in a real sense, whet her or not
this trial turns out one way or the other.

So in a perceived sense--nmaybe it's not true in
reality but in a perceived sense he's going to have "l ess
of a conflict of interest” than sonmebody who works for a
private conpany who makes their whole living by doing these
kinds of things for industry or specifically for an
i ndustry group panel set up to do the anal yses.

So these are all perceived | evel s of
i ndependent ness that need to be wei ghed plus and m nus
agai nst how far does the perception have to go to protect
the integrity of the trial? That's the kind of thinking

that I think is still mssing in this docunent.
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ATTENDEE: | reserve the right to go back to ny
original point but I can't let that one go. | think that
you' ve gone too far. It's absolutely not true that

everyone at an academ c institution is not beholden to the
sponsor .

ATTENDEE: | said perception. | didn't say
reality.

ATTENDEE: But the reality is inmportant. | nean
many people are totally dependent on the grants or
contracts from N H or industry for their job and they don't
have a paycheck if that contract ends for whatever reason.
So | think we do have to be careful here.

Also, | think there is both a real and perceived
di fference between coordinating centers who are sponsored
by the NIH and coordi nating centers who are sponsored by
governnent--1'msorry, by industry. At NIHit's virtually
i npossi ble to have nore than a two-inch length fromthe
sponsor to the coordinating center. They hold the
contract. In many instances, if not all, they actually
interact quite closely with the DMC and the coordi nating
center. They also see the unmasked data, whereas in nost
i ndustry studies, at |least that | have sone responsibility
or interaction with, they're nore like at a one-mle |ength
as far as the blinded data. At least that's the way it's

perceived. |'mnot sure about the reality all the tine.
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| do want to say sonething else but 1'Il et Dave
talk for a mnute.

DR. CONNCR: | think a lot of the issues related
to industry trials--and while | don't represent industry I
do have sone experience in doing that over the |ast couple
of years--is that obviously the outcone, the desired
outcone is approval of a drug and the ultimate arbiter of
that is really going to be very dependent on that arm s
| engt h deci si on.

So a lot of effort gets put into really assuring
that we're as separate fromthat decision as possible so
that, in fact, at the end of the day the integrity of the
trial is maintained.

So | think there's a lot of effort on the
i ndustry side, as folks have pointed out, to be sure that
the armis length is several armis | engths away and how t hat
gets acconplished is obviously dependent on the
organi zation. In sone organizations it may be eons away
where the anal ysis gets done, rather than the corporate
deci sion-nmakers are and in other places which are snal
organi zations |ike ourselves, we really depend on the
i ndependence of separate organizations to do those anal yses
because it is a smaller kind of organization.

DR. LEPAY: You had anot her question?
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DR. DeMETS: Dave DeMets, University of
W sconsin. | have two points: one on IRBs and one on
t r ai ni ng.

|"mnot sure what the ultimate responsibility of
|RBs will be but I'mpretty convinced as of right now that
IRBs are not in a position to do nuch nonitoring, as we're
tal ki ng about here. The conposition, the resources, the
talent just isn't there. And while we may want themto do
certain things about nonitoring |ocal studies, the fact is
they can't do it and it would be a terrible disservice to
patients and investigators if we dunp that responsibility
onto I RBs without a substantial investnent in those |RBs.
| RBs have had enough trouble neeting the paper
requi renents, as we've learned recently, but to ask themto
do the other, do additional w thout substantial increases
of resources and talents would be a recipe for disaster.

The second point, on training, | have to take an
opportunity to put another plug in. Some wag said that
this docunent is a full enploynent act for statisticians.
The current situation before today m ght be that we al ready
are desperately short of a training pipeline of
bi ostatisticians. Those of us who are in academ c
departnents training biostatisticians know that students go
out and get four and five job offers. Wen we try to

recruit faculty we work at it for a long tine.
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So the pipeline is already short and if this
process, which | strongly endorse and support,
nevert hel ess, we have a double training problem W have
to train those we have but we have to step up the training

process and right now there's no initiative in place to do

t hat .

DR. LEPAY: Thank you.

MR. VERDA: Joel Verda, George WAshi ngton
University. | alnost yielded too nuch because Dave

actually started along the lines that | was heading for.

My concern is that the docunent, although it's
specific for DMCs, has opened the door for another issue
and that is the IRBs. Over the |ast 50 years as clinica
trials have devel oped we've seen devel opnents in
coordinating centers, in design, in nonitoring, in DMCs
going fromoccasional trials to alnost all to al nost al
industry trials of the nature described this norning.

But in the last five or six years we started to
see a trend that's a little disturbing and that relates to
the IRBs' responsibilities. W, for exanple, recently have
received two or three requests fromIRBs for blinded data,
saying that they can't do their job unless they see blinded
data. | think soneone, and I'mnot sure who it is; |I'm

sure it's not this panel but the FDA, N H OHRP--sonebody
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has got to give these poor souls sone guidelines, what they
don't have to do and what they do have to do.

| certainly agree with Dave that it's inpossible
for alocal IRBto becone a DMC. In fact, it would be the
death knell of any clinical trial if you had 12 or 160 |IRBs
trying to nonitor the trial along with the DMC.

DR. LEPAY: Thank you. | was going to say |
think that's an issue we're also going to take up this
afternoon but certainly that's one of the mgjor inpetuses
behi nd our discussions here today, is to cone to reality
wWith respect to the fact that there are certain
responsibilities that need to be net in clinical trials and
we need to | ook very carefully at where those can best be
acconpl i shed. And hopefully that is going to be one of the
t ake- hone nessages at the end of the day, both for us and
for those who will see this transcript.

If I could go to the next individual in the back?

DR. STUWP: Dave Stunp from Human Genone
Sciences. 1'll have several comments to nake in one of the
af ternoon panels but | did have one topic that I1'd like to
bring up and maybe elicit sone conmment fromthe panel. It
has to do with when is a DMC needed?

In Dr. Canpbell's presentation and in the
gui dance docunent it tal ks about a therapy that is so novel

that there's very little information on clinical safety
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that exists. This can actually be the case with many phase
| trials, any new nolecule first entering man. [|'Ill argue
that for novel biologics, sonmething I actually [ive with
day in and day out, you may often not have rel evant
preclinical data because of species specificity of hunman

pr ot ei ns.

Wuld it be the panel's view that phase | trials
require DMCs and if DMCs are required do these need to be
external DMCs? W actually get IRB requests now for nmulti -
center phase | trials for external DMCs, which in ny mnd
seemto supplant a great deal the relationship historically
t hat has worked between the sponsor's medical nonitor and
the FDA's product reviewer, where a constant dial ogue takes
pl ace with frequent safety nonitoring of these trials, but
it's becomng an issue certainly for those of us on the
sponsor side and I'd | ove to hear sone discussion about it.

DR. LEPAY: |1'd like to go down the panel, if
possi ble, and see if we have any coments. This is an
issue that's certainly very pertinent to us in devel oping
t hi s gui dance.

DR. CONNOR: | think a lot of the issues, sone of
the issues are addressed in the guidance docunent but are a
little unclear as to the answer to that question. From our
perspective, we are also in the position, simlar to the

| ast speaker, where nore and nore is being demanded of the
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sponsor fromthe IRBs relative to separation and
i ndependence even early in clinical devel opnent, so nuch so
that now very often the IRB wll regularly request updated
informati on, albeit blinded or unblinded, on a regular
basi s, demanding a |lot of resource intensity to provide
such information while the trial is actually on-going and,
in addition to that, now actually maki ng specific demands
that there be an independent individual in early clinical
safety nonitoring commttees even if the origin of those
are actually internal

| think we've debated a | ot about the val ue of
that, early on. The expectation is that there are specific
reasons for such review, we've accommopdat ed those reviews.
And | think that it's inportant in other instances where
there's not a specific safety concern or there's not an
expectation that there's going to be the need for nore
broad review, we have tended to wait until the next set of
trials, not the early dose escal ation range-finding trials
but the set of trials that's sort of the transition between
early clinical devel opnent and phase Il clinica
devel opnent, which is where ideally nost of the pertinent
di scussi on resides.

DR. ELLENBERG Before other people comment
just want to nake a clarification that our intent in this

docunent was not to suggest that a large majority of phase
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| trials would require data nonitoring comnmttees. W
think that there could be, on occasion, an early phase
trial of sonething where there really were inportant safety
concerns and where a set of people w thout any particul ar
investnment in the trial mght provide sone useful advice,
but our intent is not to suggest that that would be typical
or even frequent but rather, a rare occurrence but a
possibility that we wanted to raise.

DR FERRIS: | said earlier, and | echo what Joel
said, that | think the responsibilities of the IRB and the
responsibilities of data nonitoring conmttees, although
each have factors that are simlar, the differences are
inportant. And to that end, what we've done, and | think
on an institutional basis it doesn't have to be an NI H
institute but any institute that has an IRB, they nmay want
to consider what we've done. That is we've fornalized the
rel ati onshi p between our data nonitoring review comrttee
and the |IRB.

| don't think--1 said before I don't think there
shoul d maybe ever be rules, stopping guidelines; DSMC
gui delines are appropriate. Independent review |l think is
important, of the data, and if the | RB works somnet hi ng out
with whether it's a DSMC or sone ot her independent
reviewers, | think that's hel pful to have in place so that

whenever the study is--these are all intervention studies
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' m tal king about now-is reviewed by the IRB, that there's
a witten docunent from sone i ndependent group saying we've
| ooked at the data and at this point we don't see any
evidence to nodify the study.

DR. HENDERSON: W haven't had really any
experience wwth phase | trials so |l really can't comment on
t hat .

| would |ike to nmake one comment about the |IRB
issue. We're also seeing the phenonenon of local IRBs in
the VA systemrequesting unblinded data and what we've
tried to do is we have a data nonitoring commttee
reviewi ng each study and once the committee neets and
deci des on an action, we conmuni cate that action in general
terms back to the |l ocal | RBs because | think that nany of
these local IRBs aren't even aware that there's a centra
DMC review ng the data, outcone data fromthat study. So
we comruni cate back a general statement to themthat these
are the data nonitoring board nenbers, they reviewed the
study on such-and-such a date and their overal
recommendati on was that it continue and there are no safety
concerns, a general statenment |ike that. Wether or not
that's going to be adequate for the |ocal boards, we've
only been doing this for about six to 12 nonths so |I' m not

sure.
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DR. WALTERS: The docunent deals with the
guestion of independent safety nonitoring on page 16 in
4.4.2 about early studies and | guess | woul d suggest that
even in phase | studies, independent safety nonitoring is
really inportant and it's sinply to guard agai nst self-
deception by the investigator who's trying out sonething
new. It's another pair of eyes, just as a check. Very
often it won't be a commttee; it wll just be another
person within the sane institution or the sane conpany.
But it provides a neasure of safety for the participants
even in phase | studies and it's sonething that I RBs sinply
are not equi pped to do.

DR WTTES: | actually think the question is
backwards, that we shoul dn't be aski ng whet her phase |
trials need DMCs but we shoul d be asking what safety
noni tori ng should be done for phase I trials.

| think the issues have conme up because of at
| east three really unfortunate events--the liver toxicity
death at NIH, the death at the University of Pennsyl vani a,
the death at Hopkins--and | think that what it says to
peopl e is ny goodness, maybe phase |I trials are not being
| ooked at in the way they ought to be. But | agree with
LeRoy that the way that one can nonitor trials for safety

need not necessarily be a DMC
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My own personal experience being on DMCs for
phase | trials is that we were singularly ineffective, that
the trials go on, as G eg described, the trials can go on
so quickly that the DMC doesn't function and that's really
what happened to us in several trials.

So I think what has to happen is in a phase
trial of a novel entity there's got to be a really clear
safety nonitoring plan and we need to be very flexible
about how it gets inplenented.

DR. LEPAY: Thank you. 1'd like to take each of
t he speakers who are currently at the m crophone. | think
"1l start on ny left. Please identify yourself if you
woul d.

MR. VENABLE: Tom Venabl e from Fuji sawa
Pharmaceuticals. | have a question about data coordi nati ng
centers, back to the armis length or kind of a rock and an
expensi ve hard place question.

Sponsors have to maintain the blind in-house, al
right? That usually sets us on a nodel of doing the data
coordi nating center through a CRO. WII| the guidelines
enphasi ze that independence of data coordinating centers or
will it invite the mechanisns to occur within a sponsor?

DR. ELLENBERG We'll be dealing with that this
intalks later on. W' Il go into that in nore detail.

DR. LEPAY: In the front?
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MR LEWS: It seens like all three of us are
Tonms. Tom Lewi s, RAND.

I'"d like to get back, although the previous
person did also, to the topic that vexes everyone in
Statistics 1 and that is statistical independence, in this
case independence of statisticians. | think the docunent
is too vague on it because every DMC |I've been on or every
coordi nating center 1've been in, at least in the
coordinating center role, we are totally collaborative with
the investigators, that independence is not viable if
you're going to be a statistical scientist, as opposed to
one runni ng the data.

But what's very inportant, and | think the
docunment should focus nore clearly on it, is independence
in acertainrole. |It's that role of nonitoring the study
and preparing reports for the DMC and interacting with the
DMC and with that kind of clarity I think it's a good
concept. But the idea of just generally saying the
statistical center or statisticians are independent of the
sponsor is, in fact, pronoting what is a very bad idea.

DR. FLEM NG Tom Fl emi ng, University of
WAshi ngt on.

Janet in her comments appropriately enphasi zed
the inportance of experience in the people who would be on

monitoring commttees. At the sane tine it's been
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acknow edged that these comm ttees are nuch nore broadly

i npl enented. And Greg Canmpbell in his presentation, under
the topic of practicality of DMC review, acknow edged then
that one of the logical issues that follows is are there
goi ng to be adequate nunbers of well qualified experts?

| think as we configure these DMCs we need to be
t hi nki ng not only about today but about the future. And in
configuring these conmttees to address Janet's issue of
ensuring that there are people that can be avail abl e t hat
are experienced, many of us have argued that we shoul d be
t hi nki ng about an apprentice approach where you
intentionally select in your configuring these conmttees a
conbi nati on of people with experience and without. So if
you have two statisticians, for exanple, you try to bring
in diversity, one with experience, one who really has
i nportant contributions but w thout the experience and they
wi sh to gain that experience.

It is, in fact, an additional investnent today
but I think sponsors, both governnent sponsors, industry
sponsors, and societies for clinical trials should be
t hi nking carefully about this issue, about how can we work
together to configure today's commttees in ways, for
exanpl e, through an apprentice-type approach, to broaden
t he popul ati on of experts who have the experience for

future DMCs.
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DR LEPAY: Thank you.

|"d like to thank our panelists for their
excell ent contributions, to those nmenbers of the audience
who provided additional comments, and we're going to nove
on to a discussion of the next section of the document. So
if we could give a hand to our panelists.

[ Appl ause. ]

DR. LEPAY: Qur next speaker is Mary Foul kes,
deputy director of the Ofice of Biostatistics and
Epi demi ol ogy in the Center for Biologics, and she's going
to discuss the section of the guidance docunent dealing
with DMC establishnment and operations. Mary?

ESTABLI SHVENT OF DMCs AND OPERATI ONAL | SSUES

DR. FOULKES: Thank you very much, Davi d.

After this norning's discussion |'mgoing to
start by assum ng that we've al ready addressed the question
of whether or not a DMC is necessary and then ask the
guestion what's next, what foll ows?

If there is to be a data nonitoring conmttee
it's generally one that is appointed by the sponsor. And
by that I"'mtermng the sponsor as a very broad use of that
term If there is, in fact, an existing steering
commttee, the appointnents to the data nonitoring
commttee are usually mutually agreed upon between the

steering conmttee and the sponsor. Sonetines the sponsor
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del egates this responsibility, as has been nentioned
already this morning. The DMC is also funded by the
sponsor in the sense of covering expenses for the neeting,
honoraria, et cetera.
And the specifics of the need to maintain sone
i ndependence between the sponsor and the DMC, as we've
al ready discussed a little bit this norning, will be
di scussed in nmuch nore detail after lunch by Jay Siegel
There are nultiple factors to be considered in
the construction of a data nonitoring conmttee. Not only
does there have to be an agreenent anong those who are
sel ecting and identifying the menbership of this DMC;, it
needs to be nmultidisciplinary, as we have heard, and |'1l|
talk a little bit nore about that in a mnute.
The size of the DMC is really a function, l|argely
a function of the conplexity, although we've just heard a
f ew suggestions for expandi ng the size of the DMC, which
certainly ought to be considered. Then the nenbership of
the DMC have to be in general agreenment with the clinical
trial as it's proposed with the specific hypothesis that's
to be addressed, with the design of the trial, and with the
end point that's been chosen. And we've already touched on
the issue of mnimzing the overall conflict of interest.
To get back to the size of the DMC, the docunent

does refer to an expected m ni num si ze of three,
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approximately three. There have been exanples of snaller
size DMCs but they have generally had sone serious

probl ens, so the recommendation is to have a commttee of
at |least size three.

And as | was | ooking over ny slides this norning
| realized that | actually nmade this slide before LeRoy's
comments earlier this norning. | would suggest that the
areas of expertise that need to serve on a DMC are first of
all, obviously the relevant specialty of clinical nedicine
that's appropriate for the given trial; the expertise in
bi ostatistics that we' ve already heard about, and nodesty
prevents ne from going further; the invol venment of
bi onmedi cal ethicists. As you can see, the top three are
hi ghlighted in yell ow.

I f your DMC is larger than size three you should
consi der involving sone other specialties as a function of
the characteristics of the trial. And also it has been
mentioned earlier this norning the invol venment of possibly
a patient advocate, community representative. So these are
the various persons that woul d be suggested as
possibilities.

Then there are other issues to be considered when
you're constructi ng your DMC. W' ve already touched a
little bit upon geographic representation, representation

of the relevant denographic characteristics, which cones
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into play, for exanple, if you' re dealing with a study that
i nvol ves one segnent of society versus anot her

We've already al so heard di scussion of the
i nvol venent of individuals with prior DMC experience, which
is very inportant.

The aspects of conflict of interest. | don't
nmean a very narrow definition of conflict of interest.
Conflict of interest can involve lots of things. It can
i nvolve financial conflict of interest. Investigators
enrolling in the clinical trial itself have a certain
conflict of interest. Then there is a very broad category
of intellectual conflict of interest. So this is not meant
to be a very narrow aspect to be considered and all of
t hese things need to be considered when you' re constructing
your DMC.

The other thing to be considered, which is a very
i nportant choice to make, is who is the individual who's
going to serve as the DMC chair? 1In this context even in
the situation we face right nowwith limted nunbers of
individuals with prior DMC experience, it really is
i mportant for the person who serves as the chair to have
pri or DMC experience. They also obviously have to have a
very strong scientific background relative to the trial at

hand. They have to have sone appreciation for the
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adm ni strative issues because a |ot of the recommendati ons
froma DMC have admi nistrative inplications.

W' ve tal ked about consensus-buil di ng and being a
facilitator. That is a very inportant skill that this
i ndi vidual must bring to the process. You'll see in a
nmonment that their skills as a communicator are going to be
call ed upon, so that needs to be consi dered.

And lastly, they really should be in a position
to make a commtnent for the duration of the trial. It's
sonmewhat di sruptive to have changes in the investigators
involved in the trial in the mddle, it's sonewhat
di sruptive to have changes in the individuals participating
in the DMC but it's very disruptive to have a change in the
DMC chair. So this individual should be willing to comm t
for the duration of the trial.

In the docunent we reconmend that there exists a
DMC charter or standard operating procedures and that such
a docunent be devel oped in advance of the instigation of
the trial, if possible, and in advance certainly of the
initiation of any interim anal yses.

The docunent al so di scuses the schedul e and
format of neetings. The schedule and timng of neetings is
|argely a function of the structure of the trial itself,
the interimanalysis plans that are an integral part of the

trial, but that needs to be planned in advance believe
M LLER REPORTI NG COMPANY, | NC.
735 8th Street, S. E.
Washi ngton, D.C. 20003- 2802
(202) 546- 6666



sh

obviously there are a lot of logistic and adm nistrative
i ssues having to do with that.

The frequency of the neetings, as we've heard
earlier this norning, has a lot to do wth the specifics of
the trial--how rapidly the recruitnent occurs, how rapidly
the end points are observed, and that sort of thing. Al
of these have to be taken into account with regard to how
frequently the neetings occur.

Al so nentioned earlier this norning is the
possibility of teleconferences. That sort of thing should
really be a part of the discussion in developing a charter
or an SOP. Wen do we neet face to face and when do we
have tel econferences?

Al so the question of what is a quorumfor this
DSMB is inmportant. [It's much nore inportant when the size
gets beyond the size of three because you can have DMC
neeti ngs schedul ed and have the inability to get together
the entire conmttee, so it really is inportant to discuss
what in essence is a quorum

And then this sort of charter or SOP needs to
delineate the data access. Wo has access to what data and
how nmuch of it? And is it blinded or unblinded? That
ought to be delineated and spelled out at the beginning of
t he process, hopefully before the trial begins but

certainly before the interimanal ysis begins.
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And then sone discussion of the neeting
attendees, and that's al so been brought up earlier this
morning. |'ll discuss that in a mnute as we go through
the structure of a DMC neeting.

There has to be sonme clear identification of how
conflict of interest will be assessed. Sonme of the DMCs |
serve on, there is a reassessnent of conflict of interest
on an annual basis and it's a very clear process. |It's
very hel pful to have that clearly identified in this
charter or SOP.

And then the nethod and tim ng of the
distribution of reports. Cbviously we're still in the
st age where nost reports are produced on paper and so they
have to be physically delivered. So how the DMC reports
are delivered, at what tinme they're delivered, are they
delivered to the hotel the night before the neeting, is the
DMC expected to receive the reports hand-delivered in their
of fi ces seven days prior to the neeting or by FedEx to
their hone doorstep? Al of these things have to be
consi der ed.

There has been sone di scussion of the statistical
net hods already. Al of this really does need particularly
to be spelled out in advance of the trial. The statistica
nmet hods to be used nmay cover a broad variety of possible

approaches--group sequenti al anal yses, possibly Bayesi an
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nmet hods, other nmethods. Certainly we tal ked about trials
being living things. Statistical nmethodology is a living
thing, as well, devel oping over time so the approach that
is intended for this trial does need to be spelled out.

Al so very inportant is the discussion of how the
type 1 error rate is to be handl ed, how the type 1 error
rate is to be allocated throughout the course of the trial.
Al'l of this needs to be very carefully spelled out in
advance.

There al so shoul d be sonme consideration in
advance of the conduct of the trial if and when a futility
anal ysi s shoul d be consi dered, so that should be an issue
that is at |east discussed in advance.

And one of the things that DMCs are charged with
is finding a bal ance between the risk and the benefit, so
how this risk/benefit assessnment is expected to be
conducted. On occasion, DMCs see data that provide a
certain amount of information with regard to the benefit
but they don't necessarily have a solid handle on the
measure of the risks, so their recommendations to the
sponsor nmay be sonewhat a function of which side of this
equati on they have nore information on.

Again these are the types of issues that need to
be addressed and considered in advance of the interim

noni toring process.
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Confidentiality we have al ready di scussed to sone
extent but | think it's a general agreenent--1 hope it's a
general agreement--that the interimconparative data are
general |y considered confidential, highly confidential,
during the process of the trial conduct. The sponsors
shoul d establish existing procedures to ensure the
confidentiality of the data. W' ve already heard exanpl es
where the possibility of know edge of the interimdata
could affect the trial conduct and sonme exanpl es of those
are when there is an unstable situation, things are
fluctuating and changing very rapidly. There may or may
not be an energing trend. It may be a solid trend that we
see. W see this nmorning howlong it's taken the economc
community to agree that we're in a recession so it nmay take
a while for energing trends to be recogni zed.

Then we have the situation of interimreports.
The know edge of the interimreport is not necessary for
the investigators and/or the sponsors to do their job.
O herwi se they wouldn't be in the process of conducting a
random zed control trial and particularly a blinded
random zed control trial. So we have this scenario where
we have a data nonitoring comrmittee charged with nonitoring
t he on-going trial

The interimreports obviously have to be based on

a prior established analytic plan, which is spelled out
M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S. E.
Washi ngton, D.C. 20003- 2802
(202) 546- 6666



sh

usually in the protocol and possibly in greater detail in
| ater docunents. W' ve already touched on the discussion
of the statisticians preparing the report and their |evel
of independence fromthe sponsor.

| nmentioned the issue of the timng and the
di stribution. The timng of when an interimanalysis takes
pl ace should be a part of the plan, at |east fleshed out in
terms of how we intend to approach this issue, if not
specifically nailing dowmn the timng to the exact date for
each of the interim anal yses.

And then the conparative results usually are
prepared in a printed report in a coded fashion, and by
coded | nean blinded. The colums are | abeled treatnent A
and treatnment B or treatnment 1 and treatnment 2, and that
sort of thing. Then in the process of the data nonitoring
conmmittee neeting, the data nonitoring conm ttee has access
to the unblinding of those codes. That is one additiona
| evel of protection.

| do renmenber a situation where a data nonitoring
commttee nenber was en route to a data nonitoring
commi ttee neeting and inadvertently left the nonitoring
comrittee report on the plane, so it really is useful to
have these reports printed in a coded, blinded fashion for
that reason, if for no other, but certainly there are nmany

ot hers.
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Now with regard to the specifics of the neeting,
there are separate parts of the report that are useful and
used in the open and the cl osed sessions of the neeting and
"1l go through the parts of the nmeeting that usually take
place in a data nonitoring committee neeting.

Here you see the neeting starts with an open
session, followed by a closed session. There is
potentially or optimally an executive session and lastly, a
debriefing session. 1'll go through each of these in sone
detail.

In the open session those attending the open
session are possibly the steering comrittee, certainly the
statistician who presents the interimreports for the DMC
review. There may be sone representative fromthe sponsor.
There may be the individual, the principal investigator or
t he i ndividual who serves as the study chair. There may in
t he open session be regulatory representatives attending.

In an open session only the aggregate data are
presented--the total nunber of people who have enrolled in
this trial to date, and so forth. There is an opportunity
for communi cation of possible problens that the sponsor
m ght be able to take some action about. For exanple, in
an open session | have been involved in discussions of does
this placebo taste like it's supposed to taste, and

everyone in the roomwas given a placebo tablet to taste.
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Those are the kinds of issues that can be discussed in an
open sessi on.

Di scussions of inplications of possible external
research. W' ve heard nention of this issue and possibly
this is going to cone up nore frequently. As research of
this type is nore globalized we'll hear about results from
trials in Japan and need to address the issue of how do
those results inpact the trial that we're reviewng in
front of us?

Then there is the opportunity to conmuni cate
wi t hout disclosing the conparative data. One can
comuni cate that there are sonme enrol |l nent probl ens,
there's sone problemw th the | aboratory, there's sone
problemw th getting the data submtted centrally in a
rapid fashion and that sort of thing. Al of these types
of issues can be conmuni cated in an open session.

The kinds of topics that |1've already nentioned- -
t he accrual rate, the baseline characteristics, whether or
not there's a problemwth regard to conpliance, whether
there are problenms with mssing data, if the anount of
m ssing data or the timng of how rapidly that m ssing data
is retrieved, if at all possible, or if it's inpossible to
retrieve. That sort of thing can be discussed in an open
session. The overall toxicity picture, if it doesn't

provide information that unblinds the trial, and then the
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site-specific issues--if there's a problemwith one site or
if, for exanple, in the VA system and Bill can correct ne
if I"'mwong on this, they sonetines identify nore clinical
sites than they need so they have one or two back-up sites
and if a site is not performng, then they bring in the
next team

Now to the closed session. In the closed session
only the DMC nenbers and the presenting statistician are
recomended for attendance. The docunent di scusses who
shoul d attend the closed session but it really should be a
much, nuch nore Iimted group of individuals than those in
t he open session, and we've already touched on this topic a
little bit already this norning. And it is in this session
that the conparative unblinded data are di scussed and
presented in detail and it is at this session that the
recomendati ons, the formal recommendations to the sponsor
are formul ated anong the DMC and a consensus is arrived at.

So that's the nunber of slides devoted to the
open session, and the closed session don't necessarily
reflect the relative anounts of tinme allocated to the open
session and the closed session but they do delineate what
gets covered in those two sessions.

Then there is the possibility of an executive
session. As | nentioned, that box was a little off to the

si de because it doesn't necessarily occur at every neeting
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of the data nonitoring comrittee. There is or is not an
executive session when the sponsor representatives have
participated in the closed session and the DMC wants to
nmeet and di scuss only anong thensel ves. There may be ot her
i ssues that are appropriate for discussion in an executive
session--topics dealing with study conduct, dealing with
how the interimanal yses are bei ng conducted, dealing with
the review process itself, dealing with the external study
results, et cetera. This is again the session wherein only
t hose nenbers of the DMC are present and no one el se.

Then at the end of the process there is a
debriefing session where the DMC chair neets with either
the representative of the steering commttee or the
representative of the sponsor or whoever the individual is
who represents the sponsor in the context of delivering the
recommendati on and possibly orchestrating, taking sone
action on the reconmendati on.

There may be other issues dealing with the study
conduct that are discussed in this debriefing session.
There may be sone clarification of the concerns that the
DMC has and the specifics of the recommendation fromthe
DMC to the sponsor to the organizing teamof the trial are
conveyed in this context. They're conveyed in this
debriefing session verbally but again they're conveyed in a

witten form as well.
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The specifics of the DMC responsibilities. The
organi zati onal structure, the individual expertise
represented within the DMC, the SOPs that we've already
di scussed, the analysis plan, the interimreporting, the
neeting structure are all put into place to support the DMC
in fulfilling its responsibilities and those
responsibilities are listed here, the primary ones being to
eval uate the accunul ating data with regard to both safety
and efficacy, to provide a recommendati on whet her or not
the trial is to be termnated or to be continued as it was
originally designed or possibly to be nodified in sone
sense.

The other responsibilities of the DMC are to
revi ew and approve the protocol. Possibly this cones in in
sone DMCs that they receive the protocol before the tria
is initiated and they review and approve the protocol.

Thi s doesn't necessarily occur in 100 percent of the cases.

They have sone responsibility for assessing the
trial conduct and we've discussed the differences between
the IRB | evel of review and the DMC | evel of review so
there are a ot of ways in which the DMC can review t he
trial conduct, but they are certainly not the only ones
involved in this and they may in sonme sense, reconmend
addi tional analyses either to be conducted at the tine, at

the nmonent, or just prior to the next DMC neeting, or
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possi bly recommend anal yses that the sponsor mght want to
undertake at the end of the trial.

The primary responsibilities--again, nonitoring
safety and effectiveness, to focus on the nonitoring of
trial conduct, to deal with any external informtion that
m ght energe. W' ve already tal ked briefly about involving
DMCs in the process of early devel opnent, involving DMCs in
moni toring phrase | trials. That sonetines is a
responsi bility of the DMC

A major responsibility is to convey
recommendations in a clear and useful fashion to the
sponsors and the DMC is al so responsi ble for neeting
records--not only the terse, sonetines cryptic but
hopefully usefully witten but not conveying or unblinding
the trial recommendations in witing. That's one of the
nmeeting records but the other neeting records are
transcripts or mnutes of the DMC neeting, which are kept
but usually are not wdely available until the end of the
process, until the trial is concluded.

Then there is the issue of who should have access
to the treatnent codes. Should the DMC review the
conpar ative data? Some DMCs di scuss this and choose to
remain blinded until sone later point in the interim
anal ysi s process when they choose to unblind thensel ves,

but this is the kind of discussion that needs to go on at
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| east within the context of each DMC: who shoul d have
access to these treatnent codes and when should the
treatnent codes be identified?

There are argunents in favor of remaining
bl i nded, that the recomendations with regard to
termnation or continuation are seen in a different |ight
when it's known that the DMC is in favor of blinding and
remai ni ng blinded. Oher energing concerns are seen in a
different |light when they're known to renai n blinded.

Then there are argunents agai nst blinding, that
the DMC, if anyone in the process should be know edgeabl e
about what treatnment A versus treatnent B neans, it is the
DMC. So this is the kind of issue that really at the
nmonment remains up in the air for how the individual DMCs
deal with this, whether they remain blinded fromthe
begi nning or they unblind thensel ves once they begin
di scussion of treatnment A versus treatnent B. That's the
kind of thing that needs to be discussed in the devel opnent
of the charter, of the SOPs, and how each DMC chooses to
operate within itself.

The DMC reporting, as | nentioned earlier, needs
to be a report to the sponsor, a face-to-face debriefing,
but then a short report to the sponsor after each neeting.
The m nutes, as |'ve already described, they go into a | ot

nmore detail as to how the recommendati ons were arrived at
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and they are available only to the DMC during the conduct
of the trial. Usually at the end of the trial those
m nutes and all the records involved in the process are
made available to the sponsor and to the FDA at the
conpletion of the trial.

So thank you very nuch

DR. LEPAY: Mary, thank you very nuch

We're going to adjourn for lunch now and we'll
resune again at 1:30, again continuing this particular
section of the docunent, and then into our second panel.
Thank you.

[ Wher eupon, at 12:04 p.m, the neeting adjourned

for lunch.]
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AFTERNOON SESSI ON
[1:32 p.m]

DR. LEPAY: Okay, we're ready to resunme for the
afternoon to continue the discussion of the second group of
sections of the guidance docunent. 1'd |ike to open the
af ternoon session by introducing Dr. Jay Siegel, who's
director of the Ofice of Therapeutics Research and Revi ew
in our Center for Biologics. Jay will be tal king about a
subject that | think we've hit on already on nunerous
occasions this norning but we'll certainly devel op nuch
nore this afternoon and that is the i ndependence of data
nmoni toring conmttees.

| NDEPENDENCE OF DMCs

DR. S| EGEL: Thank you, David.

Wel |, based on this norning' s discussion I
anticipate that this topic should lead to a lot of lively
di scussi on and val uable input and | very nuch | ook forward
to that.

So let me start the next half hour or so by
outlining what's in the docunent and al so by providing sone
case studies or exanples that are, in part, informative
about why the docunent says what it does.

A | ot of people, of course, tal k about

i ndependence of a data nonitoring conmttee and very few
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times is it well defined what one nmeans by indepen
When you wite a docunment you sort of have to do t
you want people to understand the docunent.

So for the purpose of this docunent, at
start with a definition of what independence is an

we're addressing. No data nonitoring committee is

dence.

hat if

| east,
d what

, In a

true sense, fully independent by the sponsor. They're

usual |y selected by the sponsor, paid by the spons
make their recomendati ons through the sponsor, as
peopl e have pointed out, but there are critical
i ndependence issues that are addressed in this gu
docunent .

So in Section 6 of the docunent at the v

begi nning on i ndependence is this passage, which d

we

or, they

sone

dance

ery

efi nes

what we nean by i ndependence. An independent data

nonitoring conmittee is a conmttee whose nenbers
consi dered i ndependent --good way to define it--of
sponsoring, organizing and conducting the trial. T

t hey have no previous involvenent in the design of

are
t hose
hat i s,

t he

trial, are not involved in its conduct except through their

role on the data nonitoring conmttee, and have no
financial or other inportant connections to the st
sponsor or other trial organizers. And what we ne
i nportant connections we have a little nore detai

that 1'Il conme to in just a couple of slides.
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So that's the working definition for this part of
t he docunent.

| would note that, as | said, we discuss both
financial connections but we recognize that there are other
types of connections that can conprom se objectivity or
create conprom sing situations, and I'Il go into that in
significantly nore detail shortly.

The docunent then proceeds to discuss sone of the
typi cal relationships that a sponsor may establish in terns
of their role on the DMC. At a tine when they establish
the DMC they' Il define what their role is and that is a
critical decision process with inmportant inplications.

There are two types of roles which are not
consistent with the definition of independence, which is
not to say that the docunent says that they' re per se
unacceptable; it just say that they're not independent, and
it goes on to tal k about the concerns or inplications of
that. Those are situations where the sponsor has a
representative who is a voting nmenber on the nonitoring
commttee or where the sponsor has a representative as a
nonvoting nmenber on a nonitoring commttee but who is
present at all sessions or, at the very least, at closed
sessions, even if not executive sessions.

There are two other common conditions that are

nore consistent with the definition of independence where a
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sponsor representative is present only in the open neeting
and they may well see enrollnment, conpliance and event rate
data but no study on specific data, or situations where the
sponsor has no direct representation on the data nonitoring
comm ttee.

The docunent proceeds to discuss three reasons
why i ndependence of the data nonitoring comrttee is a
desirable trait. | noted that Janet Wttes this norning,
in pointing out that we were blurring sone distinctions of
i nportant issues, sunmarized these issues nuch nore
succinctly than we managed in the docunent when she said we
were blurring issues of confidentiality, credibility and
conflicts of interest. And indeed there are different
implications for each of those and certain other factors
that contribute to the desirability of independence, so
we've tried to take them sonewhat apart and address them
somewhat separately of each other.

The first reason given is that independence
ensures the ability of a nonitoring commttee to nake
recommendati ons on behalf of the subjects and the trial,
their two principal responsibilities, that are not unduly
i nfluenced by the interests of the sponsor. That
particular issue is addressed in a passage in Section 4.1

of the docunent, not in Section 6, which deals with
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i ndependence per se, but in Section 1.4, which Mary all uded
to briefly; that's the section on selecting a conmttee.

The second point, that conplete blinding of the
sponsor allows the sponsor to nodify a trial or to take
part in nodifications of a trial w thout the introduction
of bias. That's probably the issues that's the main focus
of Section 6 and will be a substantial focus of the
remai nder of ny presentation of Section 6.

And blinding also protects the sponsor from
pressures toward premature disclosure. W've heard from
CECs of conpanies, for exanple, that if they learn the data
and then attend sharehol der neetings, get called by
financi al anal ysts, have to consider the |awers telling
t hem what they do or don't need to disclose to the
Securities and Exchange Conm ssion, that often they're put
in rather conprom sing situations where there are pressures
to do things that could endanger a trial.

Not explicitly on this list of reasons for
i ndependence but al so addressed el sewhere in the docunent
is the fact that keeping the DMC i ndependent of
i nvestigators and sponsors decreases the |ikelihood t hat
investigators, directly or through the sponsor, mn ght
becone unblinded to the trial, which can inpact recruitnent

practices, patient nmanagenent practices, and so forth.
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So in Section 4.1 is a passage on conflict of
interest-type issues. It notes that data nonitoring
comm ttee nenbers should not have financial interests that
coul d be substantially affected by the outcone of a trial,
that they should not be investigators entering subjects
into the trial. That reflects, as | just noted, not just
conflicts of interest but al so potential biasing inpacts of
unbl i ndi ng.

They shoul d not have strong views on the rel ative
merits of the intervention and they should not have
relationships with trial |eaders that could be considered
reasonable likely to affect their objectivity. This gets
back to that issue in our definition of other inportant
connections to the study sponsor.

We don't go into any detail on this issue. W
recogni ze that the clinical trial comunity is a relatively
smal | community, that menbers of the nmonitoring conmittee
are, in fact, often people that may have i nportant
prof essi onal or other relationships with the people
i nvol ved in managi ng the trial or conducting the trial.

The critical issue, though, is to consider in these cases
whet her the nature of those relationships is such that they
woul d be or would be viewed as being reasonably likely to

af fect objectivity.
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Now there's a substantial value to a sponsor
havi ng certain types of involvenent with a DMC, even an
i ndependent DMC, and that has already been di scussed, |
guess, in Mary's presentation regardi ng open sessions, and
it's also discussed to sone degree in Section 6.2 of the
docunent .

These interaction can both facilitate the DMC s
deliberations as well as facilitate drug devel opnent by the
sponsor. And they may include sharing of information in
both directions, and typically do, where the sponsor can
informa comm ttee about what the sponsor's goals are,
their plans for drug devel opnent, time |lines, other trials,
what indications they're seeking, how they feel about
certain patient populations that are or are not in the
study, dosing issues, and so forth, what resources they
have commtted to devel opnent of the product, what is and
isn't feasible to do.

And conversely, by learning, the data nonitoring
commttee can assist the sponsor inits role and the
information in the open sessions can assist the sponsor in
ternms of discussion of issues with the trial regarding

enrol | ment, conpliance, event rates, and the |ike, that can

be i nportant determ nants of cost, tinetables, |ikelihood
that the trial will successfully answer its questions, and
so forth
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Section 6.3 of the docunent covers sone of the
risks that occur if a sponsor is exposed to interim
conparative data, one of thembeing, as | alluded to
before, the possible further unblinding of the trial so
that investigators or participants in a trial, perhaps
t hrough a sponsor neeting with the steering commttee and
so forth, may learn directly or nore indirectly about the
data in the trial and that, of course, can affect various
aspects of their role in dealing with the trial

The other area which |I've alluded to and will go
into nore detail on is, and al so a nunber of exanples
shortly, is that the exposure to interimconparative data
can significantly inpact the ability of the sponsor and
potentially others, as well, to manage a tria
appropriately. And what we've seen over experience is that
there are not infrequently, nore commonly than antici pated
by many, who would say you design a trial and you just
stick with it to the end, there are not infrequently
external factors that may suggest the need to change a
trial. You learn sonething fromother clinical studies of
the sane or related agents about what doses do, about what
ri sks or adverse events are. You may have new fi nanci al
resources or new financial constraints that may affect the

way the trial can be conducted or shoul d be conduct ed.
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There can be internal factors to the trial, as
wel |, problens, as | alluded to before, with conpliance
with the drug, with enrollnment in the trial that may
suggest a change in entry criteria or in the protocol that
may be inportant for the success of the trial.

Know edge of the interimdata, when nodifying the
trials, may |l ead to unavoi dabl e and uncorrectabl e bi ases.
So if the sponsor and/or steering commttee and ot her
i ndi vi dual s i nvol ved i n suggesti ng changes--changes to the
anal ysis, changes to the entry criteria, changes to the
protocol--are aware of results, unblinded results of the
trial, they're likely aware of how that direct infornmation
as to whether changing that end point or entry criteria
wi Il increase or decrease the |ikelihood of success, that
i ntroduces biases to the trial.

Furthernore, these are not correctable biases in
the sense that if you do nultiple interimanal yses you can
apportion type 1 error to correct for that nmultiplicity to
ensure that you don't have excessive type 1 error. \Wen
you biases that result from naki ng deci sions based on
advanced know edge, there is no statistical correction.
You're just left with a trial result whose validity is
called into question.

Section 6.4 is a section that has al ready

recei ved substantial discussion and | suspect will receive
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substantially nore and | would |ike to take this
opportunity to urge all of you to read that section, for
starters, as there were sone coments that indicated that
t he docunent didn't cover areas which it does or that it
says things which it doesn't.

So pl ease read that section and pl ease comrent on
that section. W know there's a great deal of interest.
We know that it's a very conmon practice in all settings
for statisticians as well as data coordinating centers that
are unblinded to the trial to also be interacting with and
preparing data for data nonitoring commttees and al so be
interacting in various ways with the sponsor of the trial.

That topic is addressed in this section. The
section doesn't say don't do that or you can't do that but
it does warn rather explicitly about sone of the potenti al
t hat has occurred in sone cases to seriously inpair the
ability to manage the trial, to nodify the trial, or to
render a trial uninterpretable when certain types of
rel ationships like that exist and we feel that it's very
inportant that in deciding on the relationship and role of
the statistician and coordinating center and the
conmmruni cation links, that these issues be taken into
account .

So the sponsor statistician frequently is the one

who sees and prepares the interimdata, interimdata
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reports, and often, as well, presents themto the data
nmonitoring commttee. Experience has shown that separation
of these statisticians fromtrial nanagenent my be
difficult to effect or to denonstrate. It may be easier
than we think but certainly in recent experience it hasn't
al ways been acconplished to the extent one woul d hope.

So we find statisticians neeting with the tria
teamin the conpany; they're part of the project for that
drug. We find these unblinded statisticians review ng
protocol and anal ysis anendnents or sitting in those
nmeetings even if not giving verbal communications,
potentially giving informal or nonverbal comrunications and
we tried in this section to explain what sorts of concerns
arise fromthat--the notion that if a conpany or sponsor--
it doesn't have to be a conpany; it could be a governnental
institute--is considering a nodification that inpacts
spending of mllions of dollars and the statistician is
t here know ng potentially that the nodification is futile,
unnecessary, going to turn the trial into a failure, you
know, and everybody knows that the statistician knows and
he's just sitting there in the roomnot saying anything,
that's a difficult situation and a difficult situation
which really, | think, runs the risk of transformation of

i nformati on, even nonverbally or verbally.
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In other settings where maybe a corporate
managenent i s responsi ble for naking those decisions there
may be further pressures.

| think even where those pressures don't exist
one of the concerns and one of the concerns we've raised is
sinply it's hard to participate in a decision know ng
information and not letting that information contribute to
the decision and it's hard to be present as a decision is
bei ng di scussed or made and not be totally
nonparticipatory. Those issues are addressed in Section
6. 4.

One issue you used to hear discussed a | ot at
nmeetings and | guess still is sonmetines on data nonitoring
commttees and on interimanalysis is the notion that was
sonetines referred to as adm ni strative | ooks, although I
don't think we've used that termin this docunent. But the
sponsor does frequently desire access to interimdata for
what are |legitimate busi ness purposes. They may want to
know t hat they shoul d upscal e production, they need to plan
another trial, they can get the drug to market perhaps a
year earlier if they have an educated guess as to whet her
or not the trial is likely to be successful than if they
don't.

However, there are sone significant problens with

these sorts of | ooks at the data. As |'ve just pointed
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out, they may inpair the ability to nmanage a trial. They
may meke the results uninterpretable due to bias. And

al t hough not nentioned in this section although di scussed
el sewhere, they may lead to further unblinding of the
trial. So presunmably if the sponsor sees the interimdata
and then starts building a new plant, that m ght well tip
sonebody off that there's a problem

In addition to cautioning about reasons to
consi der not doing this in the first place, the docunent
does provide sone substantial gui dance based on experience
in terms of cautions that could be taken if a sponsor does
choose to access interim data.

First, to consider discussing the issue with the
FDA in advance. Think about the inplications. Think about
how to do it.

Second is that there should be a prospective
stopping rule in a type 1 error allocation. W reject the
notion that you can | ook at the data and have no chance of
stopping the trial and therefore don't need to allocate any
type 1 error. W believe that from an ethical perspective
any tinme you | ook at the unblinded data you m ght see
sonmet hing that | eads you to believe the trial should be
stopped, that even if you assign a very lowtype 1 error if
you think it's inprobable, it's nuch better to do that

prospectively than retrospectively.
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We believe and advise strongly that the sponsor
determ ne the mininmal anount of information required. If
what you really want to know is that the conditiona
probability of the success based on, say, your alternate
hypot hesis, is 60 percent, you don't need to see all the
data fromall the trial; you just need to know whether the
conditional probability of success is over 60 percent or
under 60 percent.

Havi ng determ ned the m nimal anmount of data,
we'd recommend that the trial fornmulate witten questions
so that they get exactly what they want and that there is a
witten record of exactly what was requested and what was
given in ternms of information, that those preferably be
yes/ no questions. "Is this nunber over 10 percent or under
10 percent ?" Not "What is the nunber?”

That they receive only witten conmmunications
fromthe DMC where possible, not neet with the DMC. W
know that, of course, there's a |ot nore that can be
comuni cated in person and that can certainly have its
advantages but it also raises substantial concerns about
the inplications for the trial in what is a very dangerous
situation when such neetings occur.

There shoul d be standard operating procedures
that identify who needs to know and access the information

and that ensure that others do not have access to the
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information. And the individuals with access should avoid
any further role in trial managenment and shoul d avoid
taking actions that mght allow others to infer what the
results are.

The use of efficacy data froman on-going tri al
is discussed in Section 6.6. It's very unconmonly done.
It's not uncommon to have safety reports that contribute to
a labeling if it's an inportant part of the safety database
and the trial has a long way to go to conpletion. Efficacy
data woul d be very uncommonly done and it's generally il
advi sed because it m ght endanger the trial. However,
there are exceptional circunstances that nay arise, that
have arisen on rare occasions, and we advise that before
accessing and using data in a regulatory subm ssion
sponsors should talk to the FDA, as well as the data
nmonitoring commttee, to consider the inplications of using
t hose data, and al so to consi der approaches, such as what
data shoul d be | ooked at, who should |ook at them Can
they go straight fromthe nonitoring conmttee to the FDA
W t hout going through the sponsor? That's been done in
sone cases to help preserve the integrity of the trial, and
so forth. Those issues merit discussion before decisions
are nade.

|"mgoing to conclude this talk with a few bri ef

case exanples that exenplify sone of the problens that have
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arisen, sone of the issues that this guidance is trying to
alert to. | have three exanples--1 have four exanples. |
have three exanples that specifically have to do with
i nvol venent on the nonitoring conmttee and access to
interimdata. O the three, one is at the NIH, two are
i ndustry exanples. Two involve data coordinating centers
and two invol ve sponsor statisticians, so we have sone good
food for that discussion and debate.

|"m sure a nunber of you are famliar with the
studi es about 10 years ago of HA-1A, an antibody to
| i popol ysaccharide for treatnment of patients with sepsis.
At a particular point in time two-thirds of the data had
been reviewed at an interimanalysis. O note for this
di fference, the sponsoring conpany's vice president for
research and devel opnent attended the cl osed session of the
monitoring commttee and viewed the interimdata. 1In
addition, the statistical coordinating center, which was a
private organi zation contracted to by the conpany, prepared
the data nonitoring commttee report and the president of
this statistical coordinating center also chaired the data
nonitoring conmttee.

Subsequent to this interimanal ysis, the sponsor
submtted a revised analytic plan to the Food and Drug
Adm ni stration. They told us that they had not seen any of

the data at the time. The plan nodified the primry
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anal ysis, changing from 28-day to 14-day anal ysis, nodified
subgroups. There were different groups of gram negative

i nfection and sepsis and gram negative bacterem a groups
that nodified which groups were inportant to the anal ysis,
changed to a rank analysis froma point in tine analysis, a
| andmar k anal ysi s of survival, and nade many ot her
clarifications because the original analytic plan was

rat her vague on a nunber of issues, nmade a | ot of useful
clarifications but al so sone significant changes.

These changes were nmade by peopl e who had seen
all the anal yses, both those that were defined by the
original protocol and defined by the new protocol. They
weren't fully made by those people, in fact, but they were
reviewed. The new plan had been signed off by this vice
president and by the statistical center, both of whom had
seen unbl i nded data but assured us that they didn't allow
that to bias or influence their decisions on the
acceptability of the changes.

The outcome of this situation was that these
changes, once we | earned the conditions under which they
were made, raised in our mnds and ultimately in the public
m nd consi derabl e questi ons about the validity of the data.
We attenpted to revert to original analytic plan, although
it was sonewhat anbi guous in a nunber of areas. O her

i ssues arose fromthe fact that the sponsor had
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m srepresented the situation and that led to sone
significant inplications that I won't digress into.

There may be sone m sunderstandi ng. The product
was not approved but it was not not approved |largely for
t hese reasons. |t was not approved because their trial was
not a successful trial, although it had been published in
t he New Engl and Journal as having a nortality P val ue of
0.012. By our assessnent of the best prospective analysis
the P value was 0.6. W requested a confirmatory trial and
t hat was done and it was stopped for the safety stopping
rule with a trend toward excess deaths on treatnent.

Actually I'"Il cone back to that trial in exanple
nunber 4 if time permts.

The second exanple is an exanple of the
devel opnent of PPA, tissue plasm nogen actovase, altoplase,
whatever. The trial was the Neurologic Institute-
sponsored, a phase Il placebo-controlled trial. The
primary end point of this trial was neurologic function as
assessed at 24 hours. The secondary end point of their
trial was the functional status of the patient, their |evel
of disability, residual disability, at 90 days. It's the
secondary end point that's the one that the FDA recogni zes
as an appropriate type of end point for approval of a drug,

the primary end point, a useful end point potentially for
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drug devel opnent. That's, of course, up to the sponsor to
choose.

Now an interim analysis had been conducted with
about three-quarters of the data in and at sone point in
ti me subsequent to that the steering comrittee of their
trial, which was largely blinded to this interim analysis,
proposed switching the end points and increasing the sanple
size. They felt that it could be very difficult to do a
confirmatory trial in this setting. |If the trial was
successful and if the secondary end point was successful,
since the drug was al ready on the market for treatnent of
patients with myocardial infarction, that physicians could
just use it and if they could just use it, they nay not be
willing to enroll patients for their successful trial so
they should make this nore definitive by nmaking the primary
end point, the clinical one, increasing the sanple to power
it.

The problemw th that proposal, which was a
| ogi cal one on the face of it, was that the statistician,
who was al so the study coordi nator and worked at the study
coordi nating center, was unblinded and this statistician
had joined the steering comrittee when the proposal was
formul ated. So the statistician net together with the
committee, did not share the unblinded information but was

part of the discussions that led to this proposal. Then
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the statistician cane to the FDA and presented this
proposal to switch the end points, together with sone other
menbers of the steering commttee and to change the size of
the trial.

In this particular case the agency felt that
there was just no way to know the anmount of bias that coul d
have cone into this by the fact that that study coordinator
knew bot h what was going on with the primary end point and
the secondary end point, knew that this was either a very
good idea or a very bad idea in terns of the ultinmate
desire of the institute in proving the drug effective or
not, and that despite the best intents of the institute and
the study coordinator, that that could introduce
uncorrectabl e bias and shoul dn't be done.

We said they should sinply conplete this trial
and start another trial with alternative end points, with
switching the end points. They did that. They worded it
and published it as part A and part B of the sane trial but
t hey were separately anal yzed, as we proposed and
suggested. And in fact, it turned out that both trials
gave essentially identical results, which was a very strong
positive finding on both sets of end points. It turned out
that the interimdata that had been viewed by the study
coordi nator showed actually a nore powerful finding on the

secondary end point of functional status at 90 days than on
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neurol ogi cal function at 24 hours, suggesting that the
swi tch woul d have been one that woul d have been good for
success and woul dn't even have required the extra people
for powering.

And agai n, knowi ng that the study coordi nator
knew that information and participated in those
di scussions, we felt essentially rendered it inpossible to
make those changes w thout the potential of endangering the
trial.

It's probably a good idea in that particul ar case
that there were, in essence, two trials because
t hronbol yti cs can cause intracranial henorrhage. There
were ot her studies that were done previously and
subsequently at different doses with different drugs or in
different patient populations, not as rapidly treated
per haps, which haven't achi eved the sane | evel of success
and | think there's still a significant question in the
field as to exactly when and in whomthis treatnent is nore
useful than harnful, but the fact that there were two
successful studies was, | think, a very inportant part in
terms of the devel opnent of that treatnent.

My third exanple, which I'Il try to go through
qui ckly, of this sort of nodification of a trial was one in
which there was interimdata fromnost of a phase I

trial--1 don't have the exact nunbers with ne--that had
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been prepared by the sponsor's statistician for review by
the data nonitoring conmttee.

Subsequently, the sponsor decided the trial had
been underpowered. Basically they said well, we always
knew t hat our estinated treatnment effect was too high but
it was based on how nuch noney we had avail able from
managenent to do the trial and now t hey gave us nore noney
and we want to be able to power to do a larger trial

Wel |, this happens and you know, |arger trials
tend to be better than smaller trials. O course, the
problemis if you ve |ooked at the data at the end of a
trial and you say well, our P value just m ssed so we're
going to extend the trial alittle longer to turn it into a
success, that would have sone rather problematic effects on
type 1 error and we didn't know, of course, the extent to
whi ch that nmay have happened since, at the very |east, the
statistician who was part of the sponsor's organization
planning the trial was, in fact, aware of the interimdata.
As this notes, the sponsor's statistician sat on the trial
pl anni ng team and attended internal neetings to discuss and
deci de upon t he extension.

In this particular case the conpany went to the
| engt hs of getting sworn affidavits that no, the sponsor
never tal ked to anybody. The affidavit didn't nmention

whet her he smled at sonebody or nodded when they proposed
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t hese changes. It clearly was mllions of dollars

addi tional being invested into a drug that was going to
mean hundreds of mllions or billions of dollars to the
conpany so at | east the concerns certainly were there that
sonmebody m ght have wanted to know what the statistician
knew and that the statistician knew information that may
have influenced his participation and role in the trial.

We did allow the increase in the size of the
trial, since we thought that it would provide useful
information. However, in this particular case we expressed
our reservations in terns of how we would interpret the
data under certain circunstances.

That's the end of ny talk but 1'mgoing to take
just a mnute to present one nore exanple that really fits
in better with the next session about interactions with the
FDA, which is being presented by Bob Tenple, but he
suggested that it would probably be better for flowif I
mention it here. This one is really about the FDA
ourselves knowi ng interiminformation about trials.

The CHESS trial is the trial that was done to
confirmwhether HA-1A really worked in sepsis. It was
initially nanmed confirm ng HA- 1A efficacy in septic shock
but when it failed they changed the C fromconfirmng to
t he nane of the conpany actually, which | don't nention

here, or sonething like that. | thought that was kind of
M LLER REPORTI NG COVPANY, | NC
735 8th Street, S. E
Washi ngton, D.C. 20003- 2802
(202) 546- 6666



sh

cute. They thought it was unethical to do the trial
because they were convinced that it had to work.

In any case, the interimanalysis showed a strong
trend toward harm It was .07, one-tailed, | think, toward
harm That met a stopping rule. It also net a futility
stopping rule and the trial was term nated the next day on
the 17th. This is in '93.

At the sane tine there was a trial in a related
but different condition, meningococcem a, a type of sepsis
but a different pathophysiology and affecting very young
children, but because of the excess deaths in this trial
t hey suspended enrollnent. And then they asked the FDA the
next day, on Monday, they canme to the FDA -we had al ready
read the news--and said all of this has gone on and we'd
like you to ook at the data fromthe neningococcema trial
to determine if we can't restart that trial because of
there were concerns that the drug m ght be harnful; on the
other hand, it mght be very different in their trial and
hel pful and the conpany wasn't sure the best way to
pr oceed.

The FDA in this case, as we do in many cases or
in a nunber of cases, |ooked at who was on the DMC and how
wel|l constituted it was because we have an inportant
obligation to protect safety of patients in this trial, as

well. On the other hand, we have a desire not to unblind
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oursel ves, where possible, because of our potential role in
considering changes to a trial and the way in which that
can be biased by know edge of the data.

In this case we had an excellent data nonitoring
committee, a lot of experts in the field. | renenber Janet
Wttes was on this particular commttee and others. W
felt that this data nonitoring commttee, if they saw the
data fromboth the CHESS trial and the interimdata from
t he nmeni ngoccem a trial, was well constituted to determ ne
the appropriate fate of this trial w thout unblinding the
FDA and we suggested to the sponsor they have the conmttee
nmeet imrediately with that information.

The nonitoring commttee recommended continuation
and interestingly, about two years later in that trial the
sponsor did propose sone significant changes to their trial
and we were pleased to still be blinded to the data outcone
as we considered that proposal.

And wth that, 1'll thank you for your attention

DR. LEPAY: Jay, thank you very much.

l'"d like to invite the nmenbers of the second
panel to join us here, and Mary, as well, and perhaps | can
al so get sone assistance fromthe audi ovi sual people, since
we won't be needing the slides until after the break

|"d like to go down the |ine of our distinguished

panelists for the second panel. Dr. Thomas Fl em ng, who's
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chai rman of the Departnent of Biostatistics and professor
of statistics at the University of Washi ngton Seattle.

Nor man Fost with the Departnent of Pediatrics and the
programin medical ethics at University of Wsconsin in
Madi son. Larry Friedman, special assistant to the director
of the National Heart, Lung and Blood Institute at the NIH
| ra Shoul son, professor of neurol ogy, nedi cine and

phar macol ogy and Loui s Lazani a professor of experinental

t herapeutics at the University of Rochester. And Steven
Snapi nn, senior director of scientific staff at Merck
Research Laboratori es.

|'d like to follow the format that we tried this
morning and ask if each of the panelists could perhaps
deliver a fewremarks in response to their own experiences
and what they've heard today and hopefully this wll help
us, as well, develop coments that will be useful in our
review of this particular gui dance docunent.

So wth that I'll start with Dr. Flem ng.

DR FLEM NG Certainly this topic of data
monitoring commttees is rich, conplex and controversial.
And while a 20- to 25-page gui dance docunment can't be
conprehensive, |'ve been very inpressed that this has been
extraordinarily well done in really capturing in many areas

t he essence of many of the key issues.
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The sections that we're considering here, one of
the sections is Section 6 on independence. A quick
coment. |'mvery pleased that the docunent brings out the
conflicts of interest here that we need to be aware of and
need to take account of are not only financial but also
prof essi onal or scientific.

"1l be focussing probably nore in the few
comments that | can make on Section 4 and as it relates to
this in Section 6 on issues of confidentiality and let ne
just quickly touch on what | see as sone key issues, maybe
to expand a bit on what's in the guidance docunent.

First, in Section 6.4, as Jay Siegel had called
our attention to, there's discussion about nmultiple roles
of statisticians and you m ght characterize those in an
oversinplification in two key donai ns, one being the role
of the protocol or steering commttee statistician being
involved in the overall design of the trial and the rol e of
the statistician who I mght call the |liaison between the
data nonitoring commttee and the database.

And very quickly, | think there is a |ot of
wi sdomin what's been di scussed to consider the advantages
of having those be different statisticians in that
certainly the liaison has to be unblinded to the data,
whereas the statistician who's interacting with the

protocol team needs to have those interactions not only
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during the design of the trial but during the conduct of
the trial. Jay had raised some issues, for exanple, maybe
there's nore noney avail able that would allow the study to
be made nmuch larger in size. O naybe there are external
data that cone to light that mght lead to the need to
change end points or to change key aspects of the analysis
and the statistician needs to be integrated into those
di scussions and, as a result, would need to be blinded. So
| think it is something to consider as an advantage in
having different people serving in those two roles.

Anot her issue in Section 4.3, an issue is brought
to light that is sonething that | know has been on the
m nds of many of us who've been on nonitoring conmttees.
| did an informal survey of a nunber of statistical
col | eagues who' d been on nonitoring commttees and | asked
them what's your nost frustrating or controversial issue?
And it was surprising to nme how often people nmentioned as
their first frustration proposals that the nonitoring
conmittee itself be blinded.

| think the fundanental issue that's concerned us
is that our first and forenost role in nonitoring trials is
saf eguarding the interests of study participants and to do
so in awy that the data nonitoring commttee is uniquely
positioned to do, it's critically inmportant for that

commttee to have full insight. And | was pleased that in
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Section 4.3 the docunent says the DMC shoul d generally have
access to actual treatnment assignnments for every study
group.

Anot her issue that Jay and Mary Foul kes got into
in Sections 4 and 6 relates to sponsor access to interim
data for planning purposes. It was in Section 6.5.
guess | would in general argue that one should be extrenely
cauti ous about what you woul d be providing.

Now a rel ated point cones up in Section 4.3,
where there's discussion about the content of the open
report and | would argue that nuch of what is there | would
argue is certainly on target. The open report should be
presenting data, aggregate data that gives a good insight
about how the study is progressing and study conduct,

i ssues that relate to overall recruitnent, overal
retention, overall adherence.

What's controversial, though, is should aggregate
data on efficacy and outcones or safety outcones be
presented in an aggregate nmanner? And | would argue there
that can lead to great concerns. You may have an advanced
cancer trial where you know that there's a 15 percent--you
anticipate a 15 percent natural history survival at two
years. |f aggregate data show 25 percent or 10 percent,
that could give clues about whether the intervention is

wor ki ng or not working respectively.
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O you may have a behavioral intervention | ooking
at reducing transmssion risk of HV. |If you |look at the
secondary data in the aggregate on behavioral effects and
you see nmmj or behavioral effects, that nmay be interpreted
as clear indication of efficacy or maybe even the need to
change the primary end point. These are issues that |
think have to be very carefully dealt with when one is
consi dering what information should be presented in
aggr egat e.

On the other hand, you may have an IL2 trial
where you're | ooking at preventing H V transm ssi on and
it's well known that IL2 is going to change CD4, so show ng
aggregate data on CD4 in that setting is sinply getting at
whet her there's proper adherence. So it's an issue that
needs to be thought through on a case by case basis.

I nformation in the open report is what | would
consider as public information that could be w dely
di ssem nated. There is need in sonme cases for information
on a nore limted basis. A nedical nonitor may be needi ng
to present information on a regular basis to regulatory
authorities about energing problens. That person nust have
access to the energing safety concerns that are SAES in an
aggregate sense, to carry out their responsibility.

O you nmay need to adj ust sanple sizes based on

event rates. That information could be provided. | argue
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it should be provided on a need-to-know basis. It should
be provided only to those people who need to have access to
that data to carry out those responsibilities.

Maybe just a couple of other really quick points.
Mary tal ked about the chair this norning and | think one of
t he concepts that conmes to mnd there is the concept of
consensus devel opnent versus voting. She had nentioned
that one of the characteristics of the chair is that it
shoul d be a person who's a consensus-builder. | think
that's an extrenely inportant point.

|"ve often had it said we have to have an odd
nunber of people on the DMC so that when we vote it won't
come out tied. | object generally strongly to votes on
DMCs. | believe that the DMC s responsibility should
i ncl ude discussing issues at a length and in a depth to
arrive at consensus about what ought to be done. And I
agree with Mary that as a result, the chair needs to be
sonebody particularly skilled at devel opi ng consensus.

Finally, as has been stated, there needs to be
m nutes of open and cl osed sessions. The sponsor's
responsibility should be to ensure that those m nutes are
obtained. The FDA, in turn, | believe, should routinely
request those mnutes after the study has been conpl eted.

DR. LEPAY: Thank you.

Dr. Fost?
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DR. FOST: Thank you. | just can't resist
comenting that Tom s comrent about closed votes rem nds ne
of the patient who got a telegram "Union Local 221 wi shes
you a speedy recovery by a vote of 15 to 14."

| want to nmake four points. First, | was very
pl eased that the draft docunent has very strong positions
and clear positions on the nondata anal ysis functions of
the so-called data nonitoring committee. That is, it says
in a couple of places that these conmittees should review
the consent form that they should review the design of the
study, they should take account of external information
that may arise in the course of the study, all of which I
agree with. None of those are data nonitoring functions
and it's inportant; it leads to two things.

First, it's inportant that it be in this guidance
because in at |least three DMCs that |'ve been part of,
rat her acrinonious fights erupted at the begi nning about ny
rai sing these kinds of issues, charges being made that this
is a data nonitoring conmttee; those are I RB functions or
steering conmttee functions; it's not for the DMC to do.

If it's inportant, as obviously the witers think
it is, I think it would be hel pful to put the reasons in
there. It's just sort of stated and a justification is not
provided for. The justifications are the independence of

this group--it's supposed to form sone i ndependent
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assessnment of the propriety of the study--and the persona
integrity of the DMC nenbers. | or a statistician can't be
participating in data nonitoring for a study that we think
is not protecting subjects because the consent is flawed or
because the design is flawed or because there's outside

i nformati on.

One nore conclusion follows fromthat and that's
the nane of these groups. And with all respect to Susan's
very good slide about the thousand different ways you coul d
name these things, I think it doesn't make sense to call it
a data nmonitoring commttee. |In fact, it underm nes these
nondat a aspects. So | would rmuch prefer that they be
cal | ed i ndependent nonitoring conmttees or just nonitoring
committees so it nakes it quite clear that the function of
the group is sonething other than or in addition to just
data nonitoring.

Poi nt nunber two with regard to the consent
process, as an IRB chair | can report that al nost never do
consent forms these days tell the subjects about these data
monitoring commttees and particularly the part that the

subj ect mght be interested in know ng about, that the

study may |l ose its equi poise well into the study while
recruitment is still going on and while patients or
subjects are still init. That is that there may be in the

course of the study good evidence that Ais better than B
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but the study's going to continue because naybe A is nore
toxic than B. A recent anti-platelet trial showed efficacy
early on but it | ooked Iike there was a | ot of bl eeding
going on early on and how t hese things bal anced out
required sone nore tinme and sone nore data.

Now right now there are very few patients who
know about this and maybe fewer who care about it but
l[itigation is rising rapidly in this field--it's been
relatively unconmon--and sonebody is sure going to bring a
suit or sonme critic is going to say this trial continued
when it was no | onger in equipoise; there should have been
an agreenent or a contract with the patient to do that. |
think it's a boilerplate kind of paragraph that can be
constructed and we're well on our way to 30-page consent
forms but | don't know any way around it if we're going to
i ncl ude neani ngful informtion.

So | woul d suggest that the existence of data
nmonitoring conmttees and what they do in ternms that would
be neaningful to a patient should be in the consent form

Third, having said that these nondata functi oni ng
activities are inportant, | want to say sonething agai nst
these activities or at |east one of the problems with them
t hat one needs to | ook out for.

First with regard to design, | don't know how you

can not review the design when you join one of these
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committees. |If you think it's very faulty obviously you
can't ethically participate. But |'ve been on at |east
three data nonitoring commttees in which the investigator
becane enraged when the data nonitoring commttee started
maki ng conments about change in design. You know, this had
been under discussion for years, serious, intense neetings
for the better part of a year, and now for sonmebody el se to
cone in with a different view, nmaybe a legitimte view, but
to say "Do it our way, not your way" was quite outrageous.

So when the commttee gets involved in all this
is very problematic. You can't be part of the planning of
the study but if it comes in too late after the study has
started and thinks the design is so faulty that they can't
ethically participate in it, it can lead to very
acrinoni ous di scussions.

| don't know what the solution to that is but
think it's a hazard of getting involved in design. | think
the answer is that the commttee has to have a high
threshold for going to war over it. That is, they should
not demand sone change in design unless it's sonething
that's really very fundanentally wong, not just "I think
it would be better if you did it this way or the other
way. "

Second, the sane kind of cautions arise with

regard to the consent process. The risk here is that the
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data nonitoring commttee takes over the position of the
| RB or nore commonly, conpetes with the IRB; that is, sees
the consent format the outset of the trial and says oh,
this is faulty in sonme fundanental way and says it needs to
be changed. So the steering commttee is then obliged to
send a note to all the IRBs in a nmulti-center trial
requiring themto change the consent formbut the |ocal |IRB
may not agree with this change, so the investigator is
caught in the m ddle.

And as an investigator nyself and an IRB chair
and a nmenber of DMCs, | can say it's very frustrating for
i nvestigators, IRBs and DMC nenbers to get buffeted about
inthis sort of endless | oop of who has the final say over
t he consent form

So again the answer to this | think has to be
that the threshold has to be pretty high but having said
that, I've been part of a DVMB where hal fway through a study
i nvol ving 10, 000 people, when new data canme in fromthe
outside involving risk of the study drug, we insisted that
a revised consent form that is, reconsent, go out to
al nost 10,000 patients. This was not appealing to the
study directors but we thought it was sufficiently
i nportant because it was a major risk and we thought people

shoul d participate in it.
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On the other hand, |'ve been part of a DSMB in
whi ch a consuner advocate who had had no prior |IRB
experience insisted on mnute changes in the style and
wor di ng of the consent formand | think it was inportant
for the DMC, whil e being synpathetic to a coll eague, not to
participate in that sort of m cromanagenent of the consent
form because of this endless |oop and the very long tine
that it can take

Wth regard to these issues about the hazards of
DMCs conpeting with 1RBs, | nentioned to Susan during the
break John Crow ey, a statistician and forner colleague at
the Fred Hutchinson Center, has witten on this, problens
with DMCs replacing I RBs and oversi ght commttees, steering
comrittees, and particularly studies with cooperative
oncol ogy groups, and so on, where there's been quite a | ot
of vetting and good statistical consultation ahead of tine,
to have the DMC conme in and start now m cromanagi ng can be
quite problematic. So there is a contrary view out there.

Last and a mnor point just to repeat what Dave
DeMets said the discussion this norning, sonething needs to
be said in this docunent about |ocal studies that can't
afford full DMCs as to what a reasonabl e substitute would
be. 1 think we've heard from several people and |I concur
heartily that an IRB can't be a nonitoring commttee; it's

just way beyond its capacity. But sonething needs to fil
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in there and maybe it's just saying sonething like hiring
and i ndependent statistician or a clinician or the two of
t hem and having themreview the data on an interim basis.
So sonething less than the full detailed el enments of the
gui dance but sonething that woul d be better than nothing.
Thank you.

DR. LEPAY: Thank you.

Dr. Friedman?

DR. FRIEDVAN. Thank you. Gbviously I'mgoing to
be speaking froman N H perspective so take that into
account .

| thought the docunment as a whol e was outstandi ng
and brought up a nunber of issues which people have talked
about for along tinme but it's nice to see in a docunent
that is going to be widely distributed. Having said that,
| have a couple of points I'd |ike to nmake.

First, | think we have to renmenber why we do
clinical trials and what our objective is in doing those
studies. It's clearly to gain inportant nedical know edge,
and certainly fromthe NIH it's public health-inportant
know edge. And sinply conducting a clinical trial is just
part of the overall way we go about getting that inportant
know edge.

Taking it one step further, a data nonitoring

commttee is one tool to be used in making sure that we
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have high quality clinical trials. Qbviously it's a very
important tool but it's just one aspect of study design,
participant safety, and indeed nonitoring because | woul d
hope that others are doing nonitoring on an on-goi ng basis,
as well. Cearly a data nonitoring conmmttee only neets
occasionally and only sees the data in tabul ar form when
other things will be going on on-line and people have to be
able to react.

So that brings ne to the point of independence.
Yes, independence is inportant and | have argued for nmany
years that a data nonitoring commttee has to be
i ndependent in the sense of not having a vested interest in
the outconme. But to the extent that we concentrate on
i ndependence and forget about why we're doing the trial in
the first place is a mstake and | think we have to
recogni ze that independence is not the end of what we're--
is not our goal. Independence, to the extent it's
inmportant, is another tool in making sure that all data
nmonitoring i s conducted appropriately.

To the extent that--and Joe Constantino brought
this up this norning--to the extent that we concentrate so
much on i ndependence and forget the other aspects, which
may be nore inportant in given circunstances, | think we're
doing a disservice to both the study and nost inportantly,

to the participants in that study.
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This comes up in whether or not we want a truly
i ndependent statistician to present the data who nay not
understand the protocol as well as soneone who |ives with
it on a day-to-day basis, who may not know all the nuances
of what's going on and may not have gotten all of the
reports on a day-to-day basis.

So these are trade-offs that | think need to be
considered. |'mnot arguing necessarily against it but |
think it's sonething that needs to be considered and it's
not a necessary this-or-that.

Simlarly, and again speaking from N H,
attendance by sponsors at neetings. |'mnot talking about
bei ng nmenbers but attendance. Obviously it's inportant for
NIlH to know what's going on, to hear what's goi ng on
because we have a broad mandate fromthe public to produce
high quality research for public health purposes. And yes,
of course, we want the best possible advice from
"i ndependent commttees" but to the extent that that best
possi bl e advice is not conmunicated in a way that is
optimal for our broad purposes is not ideal and | think we
strongly need to think about why and when it's appropriate
for sponsor--in my case governnment but potentially others--
ought to be avail abl e and ought to hear the kinds of
di scussions that are going on so that the real objective,

conducting the best quality study, is acconplished.
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| did hear the comments by Susan and ot hers how
t hese are suggestions, guidelines, that it's not an attenpt
to make sure everything is the same, but | think there's a
tone here that conveys a certain way and | think the
docunent would be better if it were perhaps nore open on
sone alternative approaches. Thank you.

DR. LEPAY: Thank you.

Dr. Shoul son?

DR, SHOULSON: I1'Il try to make my conments brief
because it | ooks |ike you're running out of tine.

Just a fewthings. | wanted to congratul ate the
agency for devel oping this docunent but also m ndful of the
fact that the docunent was really developed on the basis of
col | ective experience in the past few decades, |argely
based on anecdotal shared experience, not so nuch in terns
of a database that we can go to. And | think one thing
just to keep in mnd is that noving forward, we need to
devel op a database that we could tap into to really | ook at
t he experience of DMCs and hopefully this will be nore of a
prospective experience and a nore systematic type of
dat abase, just as a general comrent.

The ot her general comment about the docunent is
obvi ously the audi ence of the docunent are sponsors, either
sponsor's conpani es or sponsor's steering comittees or

CRGs, and that's appropriate but | just point out that
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there's an inportant group here, nanmely, the investigators
inthe trial and the IRBs which they are accountable for--
and obviously in the long run they' re accountable to the
research participants and their patients--that needs to be
addressed. | won't repeat many of the remarks made by Dr.
Fost--1 guess we share as investigators a |ot of these

i ssues--but | think it's inportant at the sane tine either
in this docunent or in a subsequent version that's perhaps
broader is to clarify the roles of the IRBs and the DMCs in
regard to the nonitoring of trials.

Qoviously one difference is the IRBs are
responsi ble for the up-front judgnents in terns of benefits
and risks, although they do have an on-going
responsibility, and the DMCs, of course, have to | ook at
accunul ating data in the course of a trial

| think one inportant part of a DMCis inits
constitution that at least in terns of my experience, that
t he nenbers should at | east appreciate or share the
equi poi se that has been devel oped by the investigators and
sponsors in the trial. |If they cannot share that genuine
uncertainty or appreciate the genuine uncertainty about the
nerits of the relative treatnment arns then that would be a
good tinme to decide not to participate.

There is, | think, an inportant role for sponsors

and particularly conpanies that they sonetines del egate or
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relegate to DMCs too many things that perhaps they're
responsi ble for. For exanple, the stopping guidance,
stoppi ng rul es as sone would speak of them | think really
the first draft of this should conme fromthe sponsor to the
DMC and t hen perhaps get coments back on that until that's
really developed. So | think that's an inportant
responsibility of the sponsor.

Just a few other points. Training, | think, is a
critical issue. | think we underestimate how we have
i nsufficient expertise of clinical investigators,
bi ostatisticians, bioethicists, that people really need it.
And | think that we need to approach this in a nore
systematic fashion and | think that we need to think
per haps outside of this particular box about curricul um
standards, credentialing and the type of database needed to
train people on DMCs. And | know that just reading this
docunent and hearing the discussion, this has been
enlightening for ne in terns of our own conmtnent to
trai ning of individuals involved in experinental
t her apeuti cs.

One point. | only counted once in the docunent
that the word "nedical nonitor"” was raised and this is an
i mportant person fromthe point of view of investigators

and sponsors and | think that should be delineated a little
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bit further in ternms of that position in which the nedi cal
nmoni tor sits--quasi-independent type of role in the study.

Finally, I just want to nention the inportance of
di ssenm nation of information to the public. It was
nmentioned by Dr. Fost about IRBs. In our nulti-center
trials we have several IRBs who will not even review a
trial unless submtted to themthe conposition of the DM,
t he stopping guidelines of the DMC for that trial. And
oftentimes, of course, this is not devel oped at the sane
time that the initial nodel consent formis. | think |IRBs
are doing this one, because of their commtnent to ensure
the safety and welfare of the research subjects but al so
they want to clarify what their role is and what the DMC s.

So | think this blurring of roles and delineation
of roles is a very inportant issue that really needs to be
addr essed.

And the final thing I'll say about dissem nation
of information is that we need to educate the public in
general, not just the public participating in the clinical
trials, but the public in general about nonitoring
accurnul ati ng data and possibly performance in a trial. |
think it's a very challenging thing to do but | think it
behooves us and | think at the end of the day the public
will be nore conpetent about the value of clinical trials

as a result of that. Thanks.
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DR LEPAY: Thank you.

Dr. Snapi nn?

DR. SNAPINN. First, as a way of background, as a
statistician in the pharmaceutical industry |I've had the
opportunity to play the role of an unblinded statistician
reporting to DSMBs on a few occasions. Also | cowote the
SOPs that my conpany uses for interactions with for formng
and for DMCs in general.

In reading the draft guidance I was very happy to
see that with one or two notabl e exceptions the guidance is
extremely consistent with our own SOPs but one of the
exceptions, as you m ght have guessed, has to do with
whet her or not an industry statistician should be unblinded
in reporting the results to the independent DMC.

Now t he distinction between the two docunents is
not all that great. First, | think we all agree that the
unbl i nded statistician in the sponsor shoul d not
participate in any discussions regarding the protocol,
protocol nodifications; those would be totally out of
bounds. And this person should be isolated to the extent
possi ble fromthe project in general and only doing the
interimanal yses and, in a sense, is an independent person
wor ki ng for the DMC for the purpose of that one study.

Now | suspect that we're going to have a serious

di scussi on about this issue over the next half hour or so
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but et nme just start it off with maybe a | ess serious
comment. It's possible that one of the reasons for the

di sagreenent and one of the reasons why | and nmaybe sone
others in industry prefer to keep the role within the
industry is that it's so nuch fun to do these anal yses.
Maybe fun is not the exact right word but it's extrenely
exciting and rewarding to be working on these trials, to
watch the results energe as the trial's progressing and
usually it's an inportant and exciting nedical research
that you're involved with and you get to interact with the
DMC, which, of course, is conprised of sone of the world
experts in the field. So if this role is taken away from
the industry, the life of a pharmaceutical statistician
beconmes a lot |ess interesting.

Just a couple of other brief comments. First,
|"mactually not very confortable with some of the things
in the docunent about the nondata functions of the DMC
Let me just bring up one exanple which maybe crystallizes
my concern here. This is a trial, an experience |'ve had
earlier this year where the trial was on-going, a placebo-
controlled trial in patients with type 2 diabetes and while
our trial was on-going sonme other results were published,
ot her pl acebo-controlled trials with drugs in a simlar
class, with very positive results. So there was a question

as to whether it was ethically acceptable for our placebo-
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controlled trial to continue on the basis of this externa
i nformati on.

In the case of this study our fully blinded
steering commttee ultimately decided the trial had to
stop; it was not ethical to continue it, which | was very
happy with. M greatest concern was that the DMC woul d
make a simlar recommendati on because if they had, | have
no i dea what the inpact on type 1 error would have been.
Wuld we be required to conpare the observed P value with
the interimnonitoring P value, which, of course, is quite
small--in fact, | think it was .001 at the tine the trial
woul d have stopped--or would it have been appropriate to
ignore the interimnonitoring guidelines and use the final
adj usted P value of .045, say, to determ ne statistical
significance in that trial?

| f you woul d agree that .045 were acceptabl e then
isn't there the opportunity for the DMC to consciously or
subconsciously say well, the trial is leaning in the right
direction, .02, .03, therefore | think we can appeal to the
ethics of the situation and stop early? | nmean isn't there
the opportunity for that kind of a problemin this case of
external data and maybe in sone other cases of nondata
functions of the DMC? So that has me sonmewhat concer ned.

And just two other quick issues that I'll nention

W t hout giving an opinion on. One, | think we'd agree that
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DMCs shoul d have access to the database when questions
arise during the course of the trial, that they should be
able to request additional analyses. And I think we would
agree that anything within reason is acceptable. But are

t here any boundaries? That's the question | think we could
have sonme di scussion on. Does the DSMB have carte bl anche
to request any anmount of resources fromthe sponsor or from
the coordinating center or is there sone kind of a limt

t here?

And anot her question, | think the docunent
mentions that the DMC s responsibility is to protect
patient safety, patients in the trial and patients yet to
be random zed. Question: does that extend to future
patients and does the DMC have any responsibility to
protect potential future patients, not necessarily just
t hose who woul d be part of the clinical trial?

DR. LEPAY: Thank you.

At this time | think 1'd like to open the
di scussion up to the audi ence and we can continue to pursue
sone of these topics with the panel in the course of this
di scussion. Again if people could step up to the
m crophone, we're recording this so please identify
your sel f.

OPEN PUBLI C DI SCUSSI ON
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M5. EMBLAD: |'m Ann Enblad fromthe Em s
Cor por ati on.

| wanted to make a remark about the definition of
t he i ndependence of a DMC. Wth respect to the definition
that says a sponsor shoul d not have access to event data by
treatnment, | think that applies pretty well to efficacy
data but I'mnot sure it always should extend to safety
dat a.

There are plenty of exanples where these two
things are intertwned. There are al so exanpl es where they
aren't. One dear to nmy heart is eye di sease, where a
pri mary outcome woul d be vision, where a safety outconme nmay
be nortality and I would contend that the sponsor has the
ultimate responsibility for the patient's safety. Even
whet her they delegate this to a CROor to a DMC, if

sonet hi ng goes wong, the buck is going to stop with that

sponsor.

So because these are guidelines, they will becone
guoted and people will point to this definition of
i ndependence as the gold standard. | think there needs to

be sone softening of the | anguage to consider, in cases
where appropriate, that a sponsor nmay need and shoul d have
access to safety outcone by treatnent, not just in
aggregate. Thank.

DR. LEPAY: Any comment fromthe panel ?
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DR. FLEM NG Certainly in nonitoring trials the
sponsor, the regulatory authorities, the investigators,
caregivers, patients are all very concerned about the best
interest of patients both on the trial, as well as future
patients and those concerns are nore globally reflected by
what | would call benefit-to-risk, which certainly is nmade
up of both the relative efficacy profile and the relative
safety profile.

There have been extensive discussions within this
briefing docunent draft, as well as el sewhere, that broad
access to such enmerging data on benefit-to-risk can be very
detrinmental to overall integrity and credibility of the
trial and providing access to one donmain of that, i.e., the
ri sk conponent, is certainly providing inportant insights
about overall benefit-to-risk.

You al so nentioned nortality. Well, nortality
could be an integral part of the efficacy end point, as
well. So when you have access to relative safety data
there are certainly major concerns about whether that could
lead to all of the issues of concern that have been
articulated in the briefing docunent draft.

DR. SHOULSON: Just one brief comment. |
actually think the ultimate responsibility for the welfare
of research participants is that of the investigator. The

contract is actually made at that |evel and that is the one
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that has the enduring responsibility. The buck may start
and stop with the sponsor but | think that--and, as | said,
this docunent is focussed on the sponsor but | think we
really have to be m ndful of the agreement nmade between the
i nvestigator and the research participant in the oversight
of the |IRB.

MR BLUMENSTEIN. 1'd like to raise two issues.

DR. LEPAY: Please identify yourself.

MR. BLUVENSTEIN: |'m Brent Blumenstein. 1'ma
group statistician for the Anerican Coll ege of Surgeons
Oncol ogy G oup.

I'd like to raise two issues sonmewhat rel ated.
The first has to do with the confidentially agreenent that
the data safety nonitoring cormittee has with the sponsor
in light of the potential for the sponsor to act in
opposition to the recomendati ons of the data and safety
nmonitoring comrittee. And the second is related to when
the role of the data nonitoring commttee ends. And those
two things are rel ated because there are representati on of
results issues that could extend beyond the tinme when the
results of the trial becone known and are published in
public forums or in peer-reviewed literature.

The ultimate judge of the data in an industry-
sponsored trial, of course, is the FDA and the FDA gets a

chance to | ook and scrutinize the data but in the neanwhil e
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there can be a lot of things that are done to represent the
results of the data that could be contrary to what the data
nmoni toring commttee i s reconmendi ng.

|'d like to see sone di scussion of the
possibility of a recomrendation in these guidelines to give
the data and safety nonitoring conmttee a chance to--a
kind of safety valve. 1In this case ny suggestion is that
if they're in strong disagreenent with the sponsor that
they be able to bring the disagreenent to the FDA, that
this woul d becone part of a charter for data nonitoring
comm ttees.

DR. LEPAY: Thank you. Any conments fromthe
panel ?

DR, SHOULSON:. One thing is that the
confidentiality agreenent between the DMC nenbers and the
sponsor should not extend beyond the point that the data
are anal yzed because oftentinmes these confidentiality
agreenents may extend 10, 20 years beyond that and whatever
comes first, when the data beconmes avail abl e nenbers- -
either the DMC as a whol e or nenbers of the DMC--should be
free to talk about that. And, of course, they should have
the mi nutes available to docunent their proceedings.

DR SIEGEL: | wanted to comrent regarding the
remar k about DMCs being able to bring in disagreenents to

the FDA, that the guidance does state that if a data
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nonitoring conmttee nmakes a reconmmendation for a tria
change based on safety concerns, that even if the sponsor
does not make those safety concerns, that it is--and it
uses the wording fromour regulations--that the fact that
t hat recomendati on rai ses safety concerns that are of a
nature that would normally by regulation require the
sponsor to within 15 days tell us of that recommendati on
and its basis, and presunmably their reason for not
following it.

So that may hel p address sone of those issues.
We don't have any gui dance--we steered clear of any
gui dance suggesting any type of direct comrunication
bet ween data nmonitoring commttees and the FDA. However,
we have in certain rare instances been contacted by

monitoring commttees and in other instances contacted

monitoring commttees. Throe are rare. Wen it's happened

it's largely, | think, been useful but it's not sonething
that we've specifically addressed or recommended and |
don't think we have enough experience to draw general
rul es.

DR. LEPAY: Dr. Flem ng?

DR FLEM NG | think, Jay, if I"'minterpreting
Brent's comments, essentially he's stating concerns about
confidentiality agreenments that DMC nenbers may have and

regulations in DMC charters that would preclude even the
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option that a DMC m ght have in the case of in particular
serious ethical concerns, of conveying those concerns
directly to the FDA.

My sense is it would be very rare when that woul d
occur but I think if I"'minterpreting his comment, he's
concerned about that not even being allowed in those rare
cases.

MR. DI XON: Dennis Di xon fromthe Nationa
Institute of Allergy and Infectious Diseases. | want to
rai se a question about sonething that Mary introduced in
her presentation and then we heard about later, and that is
t he production of detailed mnutes of the DMC neetings. In
t he gui dance, the proposed gui dance, there's even
di scussion that there should be sort of open and cl osed
portions of those m nutes.

For the DSMBs--DMCs--that our institute has
wor ked with and that sone of today's speakers are fairly
famliar with, we have never kept such m nutes. W produce
witten recommendations, a sunmary of the DMC
reconmendati ons, which are then conveyed to the steering
conmttees and in sone case to the local IRBs. But there's
been no production of witten detailed records of the
nat ure described in the guidance that would be held
confidentially until sometine afterwards. And when it's

cone up in the discussions it seens like it's sort of
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obvious to the speaker or in the docunent why these are
needed and | wonder if those reasons could be shared.

| know that it is a substantial anmount of work
even to get consensus agreenent on the witten form of the
actual recomendations, which for any one study is |ess
t han one page. And the notion that we woul d produce
detailed m nutes that would then have to be circul ated and
get agreenent by the nenbers of the commttees is daunting,
especially if very few people are even in the cl osed
sessions so that sonebody on the commttee would actually
have to be taking these notes and produci ng these m nutes.

DR LEPAY: Mary?

DR. FOULKES: 1'd like to address two words that
you mentioned, Dennis--detailed and daunting. W don't
intend to recomrend sonet hi ng excessively detail ed and
certainly not excessively daunting but I know you and |
have both seen mnutes that are exceedingly terse. One of
our panelists at one point in his |ife suggested that those
terse reports out of the data nonitoring comrttees should
say "W net, we saw, we continue,"” and that's it. | hope
"' m quoting himaccurately. Am1?

| think that's probably a little too mnimali st
but there has to be sonething in between.

Okay, why? We've heard that at the end of a

trial a lot of information is made avail able both to the
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sponsor and to the FDA and we've al so heard di scussi ons of
need for training, and so forth. 1In all of throe three
contexts the entire process needs to be nore visible than
it has been during the closed and blinded period. There
has to be sone understanding and appreciation particularly
when a new drug or biologic or device is being eval uated
how we got there.

So basically that's--and there has to be
sonet hing in between nothing and excessively detail ed.

DR. FOST: Dennis, | would just say it's not
unconmon that there are very contentious di scussions about
very inportant issues but that don't |ead to a concl usion
at this tinme to bring it to the attention of the steering
commttee. But if X happens or Y happens or dependi ng on
their response to an inquiry, we mght change our view O
at the next neeting we want to |ook at this very carefully
again and cones the next neeting, we' ve all got our
menori es and everyone m ght disagree as to what it was we
said we were going to do. It seens to ne there needs to be
sone internal record of these very conplicated discussions
t hat nobody can renenber six nonths |ater

DR. FRIEDVAN. If | can nake a plea for sonething
that is not done often enough--Dave DeMets has done it a
fair anobunt and a few others--that is after a study's over

there ought to be a report, a publication of the
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interesting issues so we can all learn fromwhat went on in
these studies. | don't nean airing dirty |aundry but
sayi ng how certain kinds of decisions, difficult decisions
were made. | think that will get at sone of the
educational aspects. Unfortunately there are very few such
publ i cati ons.

DR. FLEM NG  Just very briefly, | think, Dennis,
clearly what you've referred to is a very inportant el enent
of the mnutes, which are the recomendati ons and there's
no controversy about that.

|'ve been very inpressed in interacting in wde
i ndustry-sponsored settings that in those settings sponsors
have been very consistent in ensuring that a process is in
pl ace to have docunentation for open and cl osed sessi ons.
It's not extensive, as Mary says, but it's the essence of
what happened, a few pages. Soneone is designated with
that responsibility. |It's very helpful to the commttee
and | think it's going to be very helpful and it is very
hel pful to the sponsors when the study is over, to be able
to have access to what actually happened. And | believe
t he FDA shoul d have access to that thinking, as well.

DR. LEPAY: Thank you. In the back?

MR. BRYANT: M nane is John Bryant. [|'mthe
group statistician at NSABP and probably ny remarks shoul d

be interpreted in that light in that | feel that | have
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some understandi ng of the cooperative group process and
per haps | ess so of industry-sponsored trials.

Nevertheless, | think this guidance, however it
turns out, will have profound inplications for the U S
cooperative cancer groups. Most of the studies, as |I'm
sure you all know, that we conduct do have registration
inplications, at |least potentially, so we're clearly
interested in this guidance.

| heard it said earlier today that statisticians
are a self-effacing | ot and perhaps that's one of our big
problems and | guess |I'll attenpt to dispel that notion a
l[ittle bit here.

The first point that 1'd like to, | guess, take
sonme exception to is that the guidance is pretty clear that
it's not intended to be proscriptive but rather it's
supposed to describe generally acceptable nodels. And |
guess | would argue that at |east in sonme aspects the
docunent is extrenely proscriptive and | guess I'd like to
read maybe two sentences. "The integrity of the trial is
best protected when the statistician preparing unblinded
data for the DMC is external to the sponsor. And in any
case, the statistician should have no responsibility for
t he managenent of the trial and should have m ni mal contact

with those who have such invol venent."
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Now one, | think, can reasonably agree or
di sagree with those statenents but | think it's fairly
clear, at least to ne, that they're highly proscriptive
statenments. And | believe that if it's the intent of the
drafters of this docunment to actually describe generally
accept abl e nodel s and not to be proscriptive that perhaps
some change in tone and perhaps in substance shoul d be
cont enpl at ed.

It's probably fairly clear that | do personally
have consi derable concern with the notion that a
cooperative group data coordinating center, in essence, be
bl i nded not only to efficacy data but also at |east in sone
degree to safety data. And | guess I'd like to reinforce
what | at least thin I've heard said by ny friend Joe
Constantino and Larry Friedman and Tom Lew s.

Some good argunents have been nmade here for
blinding the statistician or blinding the coordinating
center to efficacy aspects of the trial and to have results
presented to the data nonitoring conmttee through an
i ndependent statistician. Utimtely, though, | think
there are sone real down sides to that that have been
articulated by others and I think that this docunent, in
order to do what it's supposed to do--i.e., prescribe

general |y acceptabl e nodels, needs to pay sonme attention to
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the real down sides of having data presented to a DMC by
soneone who ultimately is not very famliar with that data.

| have sone experience in these matters. [|'ve
presented data for the NSABP for years to our data
nmonitoring comrittees. |'ve sat on data nonitoring
comm ttees both as, shall we say, nonparticipating
statistician and |'ve also participated on data nonitoring
comm ttees where, in fact, | have been the statistician who
actually did the interimanalysis. So | have sone
famliarity with these matters.

| have the highest respect for everybody I've
served on data nonitoring commttees with. They're clearly
a very highly functioning group. But | guess the bottom
line is that the people who really know the trial best are
within the cooperative groups who run those trials. If it
is not our mssion to objectively conpare treatnents in the
U. S. cooperative groups, then | sinply don't know what our
m ssion is.

Now it may be that nore attention does need to be
paid to the issue of the degree to which the interim
anal ysis statistician and the trial nmanagenment statistician
in sone sense have to be separated. That's a good point
that needs to be thought about. But | think the idea of
trying to divorce the day-to-day nonitoring of a clinica

trial, at least in cancer, froma data coordinating center
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is extrenely dangerous. | think it will lead to dim nished
safety of participants and | really think that this is
sonething that | think this guidance has to address. It
doesn't address any of the down sides of divorcing the data
coordi nating center fromthe day-to-day conduct of the
trial and I think it needs to do that.

DR. LEPAY: Thank you.

DR. SIECGEL: Those comments are certainly
appreciated. | would perhaps clarify a point or two.

Nowher e does the docunment endorse the notion that
the statistician who presents the data to the commttee
shoul d be sonmeone who is not famliar with the data, not
receiving the adverse event reports on a day-to-day basis,
not very famliar with the trial and its protocol issues
that were inplied or stated by a couple of coments,
including earlier cooments. It sinply states that that
per son ought not to be in the enploy of the sponsor or, if
in the enploy of the sponsor, ought to be conpletely
separated fromany role in trial managenent and then points
out the cautions of howdifficult such a separation can be
and, in sone cases, perhaps not feasible.

The only other comment | woul d nmake, because the
i ssue was raised of objectivity and the coordinating
centers being objective and al so the issue was raised by

Dr. Friedman's coments about N H approaches and sone
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di scussi on about differences between governnent- and

i ndustry-sponsored trials, that a significant part of our
concern here, as exenplified by the exanples | gave, one of
whi ch involved the NIH, is not an issue of objectivity;
it's an issue of how know edge of the data can bias your
ability to manage a trial.

| pointed out in nmy fourth exanple the rather
consi derabl e efforts the FDA nakes in nany of these cases
to keep ourselves blinded to the trial. W consider
ourselves quite objective but feel that once we know the
interimdata of the trial, when a sponsor conmes to us and
wants to nake protocol changes and needs our approval to
make them we're going to be in a very conproni sed
posi tion.

So it's not because we're not objective but
si nply because we have that know edge. So it's inportant
to recogni ze that we're not inpugning anybody's objectivity
in any situation here, just trying to nmake peopl e cogni zant
of concerns.

One final quick comment about that. That has to
do with the issue of directivity and whether this is
prospective or not.

In regul atory parlance, which I'msure many of
you are not famliar with, if we say sonething should be

done we consider that nonprescriptive. It may be read that
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way. So the quote that was read said the statistician
shoul d have no responsibility for the managenent of the
trial. That is a nonprospective statenent.

If we wite a regulation, we don't use that word.
We say the statistician nmust have no responsibility. In
that case if you do it, you can get in trouble, even if you
have the world's best reasons. |If we say they should have
no responsibility, what we're saying is what you're
t hi nking, that here's all the reasons why they shoul dn't
and we think in general they shouldn't but, in fact, there
may be in specific cases reasons that are even nore
conpel l'ing why they should and that can be quite
acceptable. And if you' re willing to bear the risks to the
trial that this tal ks about and to take those approaches
and to try to mnimze those concerns, those are
consi derati ons.

That's why this is a guidance. Perhaps we can
make that a little bit nore clearly. [It's not intended to
be prospective in the sense we think of being prospective,
which is to say you don't do it this way and you're
automatically in trouble. It sinply says this is a way
that we believe is consistent with our regulations and a
good way to do it. However, there are other ways. |If you

choose to do it other ways you ought to have a good reason
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for show ng why and how those are consistent with
regul atory requirenents.

DR. LEPAY: Dr. Flem ng?

DR. FLEM NG Just briefly, certainly it's
extrenely conplex and controversial as to how you optim ze
t hese goods. One good is know edgeabl e oversi ght and the
ot her good is independence to achieve naximal integrity and
credibility. And no one, | believe, is advocating that we
gi ve up know edge for independence. Wat we're talking
about is ensuring that individuals who are on nonitoring
trials are know edgeabl e.

|"'mdirector of a stat center so | have the hat
on frequently of turning our studies over for nonitoring by
an i ndependent committee. | don't believe that because |I'm
the lead statistician on a trial that I'mthe only one who
can be highly know edgeabl e about issues that are extrenely
inmportant in the nonitoring of that trial.

Clearly the people we have on nonitoring
conmittees and the liaison statisticians nust be chosen to
be very know edgeabl e peopl e but we al so augnent that
i nsight that they have by open sessions, as are advocated
here in the guidance docunment. Open sessions allow for
further sharing of insights by those individuals who have
uni que insights who aren't al so nmenbers of the data

nmoni toring commttee.
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So the entire structure is intended to achieve
t hi s bal ance between know edgeabl e oversi ght and
i ndependent oversi ght.

DR. LEPAY: This is an inportant issue. Dr.
Fost ?

DR FOST: Jay, with all respect, we' ve gone
t hrough now-we're in the mddle of a six- or seven-year
peri od when OHRP began issui ng gui dance docunents of
i ncredi ble detail, not regul ations, arguably even tol erated
by the regul ati ons, about which there's terrible
di sagreement and, as you know, major institutions have been
shut down for nmonths at a time not for deaths, not for
adverse events, but because of failure to conply with
gui dance docunents. Wiich is not to say that--

DR SIEGEL: Not by the FDA

DR. FOST: Not to say that the FDA would ever do
such a thing.

DR SIEGEL: W wouldn't.

DR FOST: Well, with all respect again, there
have been instances fromthe FDA. Stanford sone years ago
was al nost threatened with a shutdown because of things its
| RB were doing. | mean it got very stern letters fromthe

FDA that, as | was saying--
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DR SIEGEL: Oh, we'll shut down trials, sure,
but not for nonconpliance with gui dance docunents.
Nonconpl i ance with regul ati ons.

DR. FOST: As an |IRB nenber and as any dean of a
research center, to not conply with guidance froma federa
agency these days is to risk having your entire university
shut down for nonths.

MR. CANNER  Joel Canner, statistician with the
FDA practice group at Hogan & Hartson in Washi ngt on

| applaud the FDA for the very detail ed and
conpr ehensi ve description of the formand function of DMCs
but I"'mtrying to figure out how to apply this to the
conpanies that | work with, which are by and | arge snal
devi ce manufacturers. These conpanies typically do snal
studies that may or may not be controlled, may or may not
be random zed, concurrently controlled, and so forth, often
not even possible to single-blind them |et al one doubl e-
or triple-blind. There are often cost restraints and
conpani es typically manage their own trials w thout the
hel p of an outside CRO or other agency.

Al'l that having been said, many conpani es of
their own volition decide that they need a DMC or perhaps
the FDA insists on it and the question is in establishing a
DMC do these conpanies in these situations need to buy into

all the many detail ed aspects of this guidance or is there
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a sort of DMC lite for these trials that don't fit the
large multi-center |ong-termheavy duty trials that the
phar maceutical industry engages in?

DR. LEPAY: Excellent.

DR. CAMPBELL: |'m G eg Canpbell from CDRH.

| think you raise a very inportant question and
one of the things | did not nmention this nmorning which
perhaps | shoul d have are questions about when a DMC may
not be nmandated or may not be recommended and there are
certainly lots of exanples that you and | can cone up with
where the trials are small, where the length of tine is
short. | nean if you can go down the list of all the
questions that | posed this norning there are |ots of
situations where it's not clear that a data nonitoring
committee, in and of itself, adds a |lot of value to the
trial.

Having said all that, there are still sone
advant ages that conpani es m ght see in having a data
nmonitoring commttee, especially having to do with being
able to | ook at the data on an interimbasis and perhaps
stop early for reasons having to do with effectiveness or
per haps even safety.

Having said all that, | think that there are
probably other nodels than the ones that are set forth in

this docunent and this is guidance, it's only guidance and
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we don't want to di scourage people or conpanies from com ng
to us with other ways of thinking about things.

DR. LEPAY: Thank you. W have about five nore
m nutes and three people standing. 1'd like to see if we
can address those comments. There's another open
di scussi on session at the end of the next panel.

MR. CONSTANTI NG  Joe Constantino fromthe
University of Pittsburgh and the NSABP and I'Il just be
very quick since | did speak this norning. [|'m hearing
fromthe panel things that I"'mglad that | did cone to hear
because they're saying things which are not reflected in
t he docunent.

Dr. Flemng, | just heard you say there is a give
and take between the drive for independence of a
statistician and the safety. That really doesn't cone
across in the docunent. That might be the intent but it
conmes across very loud and clear that everything is for
i ndependence, that it's all one way.

Dr. Siegel, you said that you're not driving to
say that the statistician has to be independent of the
sponsor, has to be isolated. Your document doesn't say
that. Your docunment says very specifically it is best that
the statistician preparing the data be external to the
sponsor. Now if you said that--1 nmean | don't see how

soneone could be in a cooperative group--sonme statistician
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who has to be involved with the data day to day who then
can transmt it to the data nonitoring commttee cannot be
consi dered part of that sponsor by the definition of what
you're calling a sponsor.

So to me there's a conflicting thing. You have
to be paid by sonebody to be there day to day to see the
data and that's going to be the cooperative group, no
matter how you look at it. You can say this guy has the
office all by hinself in a separate building maybe but that
doesn't cone clear. You say he has to be external of the
sponsor and | think sonme wording into the docunent to nake
it clear that there is a give and take and that there are
alternatives is what's needed.

And just one last question, to reiterate how we
are focussing on independence versus what the real issue of
what we're doing is all about. Dr. Siegel, you gave three
very good exanples of things that should not happen in
clinical trials. They have had nothing to do wth whether
or not the statistician knew the treatnent codes of the
unbl i nded data. They were poor science and poor clinica
trial design.

The first one was there was no up-front data
anal ysis plan well defined and it was tried to be changed
in the mddle of the trial. You don't do that. That's

poor statistics. You don't do that.
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The second one was dealing with changing end
points in the mddle of atrial. You can't have a prinmary

hypot hesi s planned a priori before random zation if you

change it in the mddle of atrial. You don't change the
end points. It's that sinple. You can't doit. It's poor
statistics. It has nothing to do with if you know the

bl i ndi ng or the unblinding.

The | ast one was changi ng the sanple size to
i ncrease the power. Again you can't change the primary
hypot hesis. It's based on sone set power. You can't
change it after the fact. You can increase sanple size to
mai ntai n the power because perhaps your hazard rate wasn't
what you thought it was going to be but you can't change
the sanple size to inprove your power. Poor statistical
desi gn.

| f you have an up-front, well designed and
specified analytical plan, if you have an interim
nmonitoring plan that's well specified up front, all those
ki nds of problens that you gave as exanples go away.

DR SIEGEL: | would just quickly say that in al
of those exanples sure, things m ght have been pl anned
better but nonethel ess, in those exanples and in many
exanples we see, it sinply is not true or correct to state
that end points shouldn't be changed, sanple sizes

shoul dn't be changed, trials shouldn't be changed.
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Trials take a few years to conduct. Over the
course of those few years other trials get conpleted with
the sane drug, you |earn about the appropriate dosing of
the drug, you learn new informati on about adverse events,
you | earn about conpeting drugs that need to be
incorporated into the trial. There is an inperative, to
protect patients and to do good science, to be able to
change trials in md-stream It is part of good trial
design and it is best, indeed it is only acconplished
without bias if it's done by people who are not biased by
know edge of internal information.

Secondly, on the question you raised of bal ance,
we need to | ook at the bal ance of the |language in this
docunment. | think the point is perhaps very well taken.
It's certainly been taken by many people that there isn't a
di scussi on, as nuch di scussi on about the issue that the
statisticians and others be know edgeable of the trial and
its design and I would suggest that the reason that's not
there is that we've seen several trials have regulatory
failure because of these sorts of |ack of independence, and
that's an i nportant nessage to get out.

W can try to inprove the bal ance but | do want
this audience to know that--1 certainly appreciate the
comment, too, that we can say sonething' s not binding and

it often gets interpreted as being binding but it is not
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binding; it's here in the | anguage right after the sentence
you quote that says "The integrity of the trial is best
protected when the statistician is external to the sponsor”
is a statement. "In any case, the statistician should have
no responsibility for the managenent of the trial." That
certainly acknow edges that they may be part of the sponsor
but shoul d not be responsible for nmanagenent of the trial.
The statenent that they should not doesn't nmean that they
cannot; it means that they can but if they do, as it says
right at the begi nning of the docunent, "The intent of this
docunent is not to dictate the use of any particul ar
approach but rather, to ensure w de awareness of the
potential concerns that may arise in specific situations.”

So there's not much nore that we can do to say
that it's to raise your concerns and alert you to problens
and it's not binding than to wite that in several places
in the docunent. We can try to wite it in a few nore
pl aces in the docunent; maybe that needs to be done. But
that is, in fact, the intent and that is, in fact, the way
t he docunent will be used.

No |RB will be shut down and no conpany w Il be
shut down because the sponsor's statistician or the data
center statistician was part of the nonitoring commttee.
However, if that statistician was involved in proposals to

change the trial, those proposals nmay not be |ooked
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favorably upon or the trial, if changed with know edge of
interimdata, nay be viewed as invalid. That's a reality;
that's what this docunent is trying to alert you to.

DR. LEPAY: Dr. Flem ng very quickly?

DR FLEM NG |'Il try to be real quick

Not all studies are confirmatory but those

studies that that are confirmatory, I'd like to be able to
interpret themin that manner. It neans, as the speaker
was saying, |I'd like to have a prespecified hypothesis that

| then confirm

At the sane tinme, there can well be during the
course of a long trial external information that could
enlighten us as to what the hypothesis really ought to be.
| actually don't have a problemif |I'"mcertain that it's
external data that leads to that refinenent and this is the
essence of where this independence and separation enabl es
or enpowers the sponsor to have that flexibility.

The other aspect is judgnment is inevitably always
going to be necessary. |It's not unique to us here in
monitoring commttees that we want our judges to be
i ndependent, unbiased. That's true of any judge in any
setting. So the concept of having an independent group of
i ndi vi dual s who have sole access is sinply our attenpt to
i npl enent concepts that are wi dely recogni zed i n many ot her

ar eas.
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DR. LEPAY: Thank you

Again I'd like to thank our panel and those
participants fromthe audi ence. A round of appl ause.

[ Appl ause. ]

DR. LEPAY: And we have a 15-m nute break
scheduled. We'd like to convene pronptly at 3:30 and we'l |
proceed to Bob Tenpl e's tal k.

[ Recess. |

DR. LEPAY: Thank you very much. We'd like to
nove on to our |ast series of discussions, the final two
sections of the guidance docunent and our third panel for
t he afternoon.

So to initiate the discussion |I'd like to
i ntroduce Bob Tenple, who's director of the Ofice of Drug
Eval uati on, one, and associate director for nedical policy
in the Center for Drugs. He's going to be providing us
with information on Sections 5 and 7 of the guidance
docunent .

DMCs AND OTHER REGULATORY REQUI REMENTS

DR. TEMPLE: Thanks, David. These are relatively
short, not very detailed or very directive sections, so
this will be fairly short and we'll have lots of tinme for
guesti ons.

Section 5 tal ks about data nonitoring conmttees

and reqgulatory reporting requirenents. That'll be short
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because data nmonitoring commttees nostly don't have

regul atory reporting requirenents. And sponsor
interactions with FDA regarding DMCs. Then |I'mgoing to
add on a little extra topic, which you'll see when | get to
it.

There are really two sections of part 5, one
about safety reporting, one about expedited devel opnent.
Under the heading of safety nonitoring it's inportant to
di stinguish two kinds of adverse events or potential
adverse events. One is the obvious thing--a patient dies
of acute hepatic necrosis or has agranular cyrtosis or
apl astic anemi a, sonething like that. You don't need a
data nonitoring comrittee to interpret those events. They
speak for thenselves. |In fact, the sponsor, if those were
not known to be problens, has to report such events within
seven or 15 days. And in alnost all cases the sponsor
chooses to take responsibility for that on its own.

These are rel atively obvious, easily
recogni zabl e, not part of the normal history of the
di sease. There should be very little confusion. |If that's
not true then that's another questi on.

They can be submitted to FDA blinded or unblinded
and sone people like to keep themblinded but I frankly
have never understood that so maybe that's sonething we can

talk about. | don't see how a case of agranul ar cyrtosis
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unblinded interferes with the study. And, as | said, it's
usual ly submtted by the sponsor

Their responsibility to do that is so urgent that
unl ess the data nonitoring commttee neets very often t hey
woul d violate their rules if they put it through the data
nmoni toring comrttee, but they usually do not.

It's worth noting and the docunent notes this,
that such serious unexpected--that is, things not in the
i nvestigator's brochure--adverse events are reported to FDA
and to all investigators, who then under various other
sections of the rul es--not guidance, rules--have to report
themto | RBs.

There are cases in which direct reporting to | RBs
by the data nonitoring commttee or the sponsor have been
arranged. For exanple, if there's a central IRB that's not
a bad idea, but that's not required.

A second whol e category of adverse events and one
much nore appropriate to consideration by data nonitoring
commttees are events that are part of the di sease process
or relatively common in the study popul ati on. Heart
attacks in a lipid-lowering trial, even if heart attacks
aren't the end point, will be sonmething that would be
comon in the population. It would be hard to | ook at a

si ngl e event and know whet her it neant anything or reported
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anything or should be reported. Death in a cancer trial
and other things that are either commobn or expected.

In this case it's very difficult to assess an
i ndi vi dual event and the data nonitoring committee role is
cruci al because you need to | ook at the rates and nmake sone
determ nati on about whether the rates are worrisone or not
worrisome. They therefore need to be done by a party that
is neutral, that doesn't have a bias, because judgnment's
i nvol ved and we want our judgnents to be unbi ased.

Thi s al nost al ways woul d i nclude events that are
the study end point--that's sort of obvious--but other
serious events that are relatively common in the popul ation
and soneti nes what you have is a greater than expected rate
of a recogni zed adverse consequence of the drug--for
exanpl e, bleeding wwth a TB3A inhibitor. The rate m ght be
hi gher than you expected, even though you knew that there
were going to be sone.

The docunent notes that this is sort of an
opi ni on about a regulation but it's only guidance.

A data nonitoring commttee request for a safety-
rel ated change in a protocol, such as lowering the dose to
avoid toxicity or change in the consent formto warn of an
enmerging safety concern would be interpreted by us as a
serious unexpected event and therefore reportable to the

FDA by the sponsor or by the data nonitoring commttee if
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they' ve nmade that arrangenment. So these are obviously
inportant; it's a relatively unusual thing.

The second reporting requirenment that's descri bed
i s expedited devel opment and this, as anyone who reads it
will note, is a somewhat vague section because this doesn't
happen very often, we're not too sure what the track record
tells you and in general, FDA interaction with DMCs is not
a thing we try to pronote because they' re supposed to be
i ndependent and for various reasons it's potentially a
probl em for us.

However, we do note that where we're really
interested in a serious and bad di sease we may be nore than
usually involved with the progress of trials. Therefore if
any interaction with the data nonitoring comrittee is
anticipated it's very inportant to try to dope those out
ahead of tine.

Agai n we expect that FDA access to unblinded data
is going to be a very unusual thing. First of all, as has
been touched on, knowing interimresults would keep us from
advi si ng i ndependently on changes in the protocol, just as
a sponsor would be unable to do that if the sponsor knew
the data, and | would say just as a DMC woul d be unable to
do that if the DMC knew t he dat a.

The other reason we're careful about |earning

early results is you can get a sort of public health
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tension in either direction. You know, we're the
government; maybe we should stop this awful thing. W

beli eve we know of at | east one exanple of where a study
was stopped probably prematurely because we got nervous and
we'd rather not be exposed to that. That's why they pay
the data nonitoring conmttee nenbers all that noney.

There's also a potential for a very danmagi ng
premature judgnent. That is, if we tell a conpany oh yeah,
you' ve got to stop now, and then we | ook at the data nore
closely and half of the cases turn out not to be really
heart attacks or sonmething, we're in a very difficult
position when it comes to review ng the data.

So for all those reasons we generally don't Iike
to do it but there have been cases where we did. W were
reviewing a drug for adjuvant breast cancer chenot herapy
and it showed clearly superior response rate and tine to
progression. W wanted to know before we approved it that
at least the nortality wasn't worse. The nortality results
weren't mature yet; they were still under devel opnent.
And we were able to work with the chair of the data
nonitoring commttee and receive assurance that it at |east
wasn't going the wong way. That may seem snmall but it was
a big step to us. W worried about it a lot.

This is a very odd, recent case. A sponsor

wanted to consult us on whether to nake the primary
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anal ysi s the whol e group under study or a subset of the
group that was started sonmewhat later with an additiona
treatnent. And they'd actually been advised by their DMC
that they should ook at the latter. W thought the DMC
was in full know edge of all the study results, both of the
subgroup and the total, but today's been a | earning
experience and they, in fact, were not at the tinme they
gave the advice. But in seeking the advice--and this isn't
the conpany's fault; it's because we asked for it--we
obt ai ned the data that had been presented to the data
nmonitoring commttee eventually that showed the results
usi ng the whol e study group or the subset, and the
conpany's now comng in to ask us which they should do.

Well, of course, we couldn't tell them W were
contam nated. So obviously they hadn't thought about it,
for sure we hadn't thought about it, but it does turn out
t he DMC had t hought about it, even though at the tine |
wote the sidle | didn't know that.

So there are major di sadvantages and care needs
to be given when we see interimresults. It really
restricts us.

But, of course, just to add to that, and | forget
whether this is on a later slide or not, we will--oh, yeah,

this conmes up again.
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Now a sonmewhat overl appi ng question i s sponsor
interactions with the FDA regardi ng how to set up a DMC
It woul d probably be very useful to discuss data nonitoring
committees with us but | have to say that it's not comon
to have those discussions with one exception, and the
exception really isn't about the data nonitoring commttee;
it's about stopping rules, which, strictly speaking, is
about the protocol, not the data nonitoring commttee.

But what we could consult on is planning the data
monitoring conmttee, what its role is going to be, who's
going to be responsible for what kinds of adverse
reactions. We mght comment on the nenbers, although we
don't like to identify particular individuals. That makes
us nervous but we mght tal k about wi dening the nenbership
to include soneone from South Anmerica or whatever seened
necessary or bona fide, well trained, properly constituted
et hi ci sts.

So those are things we do think about and it
woul d be worth di scussing those matters. Probably in sone
cases we'd tell people that we didn't think they needed
one, which m ght save people trouble, too.

W are very interested, as has been di scussed
repeatedly now, with how the group performng the interim
anal ysis woul d be protected from other parts of the

sponsor. | won't go into that further but obviously it's a
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poi nt of great interest, however it gets resolved. And
we'd certainly be interested in participation of the
sponsor at neetings. Again as has been di scussed at
length, we didn't try to set a rule but we did note that
certain things are potential problens.

And, of course, there's been sone discussion of
this. | guess |I think interimanalysis plans or stopping
rul es are sonething that shoul d be devel oped by the sponsor
and presented to the data nonitoring commttee, who can
then respond with "This is stupid,” or sonething |like that,
but it's basically part of the protocol. At least that's
what | think.

Any intent by the sponsor to access interimdata
is a major step and should certainly be discussed with FDA
i n advance. The one case where this will be expected, of
course, is in association with a recormmendation by a data
nmonitoring comrittee to termnate a study. At that point

t he reasons have to be given and the sponsor will see the

dat a.

A recommendation to termnate a study for success
puts the sponsor in a difficult place. First of all, they
like the idea and hope that we will, too, but sonetinmes you

pay a price for these things and we would certainly want to
at | east think about the adequacy of the safety data,

whet her the study has been stopped so quickly that we don't
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really know what we needed to know about the duration of
benefit, whether we're uninforned about critical subgroups
or whether there are funny things in there that are a
problem And, of course, you often don't know nmuch about
secondary end points.

The trouble is it's hard to do all that with a
proposal to termnate the study in hand and all of those
t hi ngs shoul d have been considered earlier, if possible.
We often, for exanple, recomend that studies not be
st opped except for survival or sone other major event kind
of benefit because you end up with a trenendous | oss of
data and a | ess convincing protocol. So those are all good
things to discuss before the commttee | aunches a
recommendati on at you.

O course, if there's a recommendation to
termnate a study for safety, that would always require an
FDA subm ssion. There woul d obviously be inplications
regardi ng on-goi ng studi es and we'd certainly hear about
all that.

There are lots of things a data nonitoring
commttee could recomrend in the way of protocol changes
and sonme of those would have little inplication with
respect to approval but sonme of them would. Changes in end
points could lead to an end point that was no | onger

consi dered reasonable. Changes in permtted concom tant
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medi cations or in dose or schedul e could cause problens in
interpretation. | don't have exanples of those but they
coul d.

But nost inportant and | don't think it's
enphasi zed in the draft enough probably, the unblinded data
nmonitoring commttee really can't credi bly change end
poi nt, sanple size, subset plans or anything, any nore than
an unbl i nded sponsor could, without at a m ninmum affecting
al pha or introducing bias that we don't know how to
correct. That probably needs sone discussion.

Okay, now for sonething conpletely different.
Sections 4, 4.15 and 4.42 refer very briefly to a possible
different kind of data nonitoring commttee and sone of the
di scussi on today has gone in this direction. | actually
first, even though these things have existed for a | ong
time in actual fact, the first time | heard anybody talk
about it at length was at a neeting at Duke that Rob Califf
had set up and soneone fromLily said oh, we set up data
nmonitoring conmttees to | ook at our whole program W get
W se heads together, people fromoutside not so invested in
a particular approach and we find that very useful.

So this sort of thing, which one mght call DMC
type 2, isn't developed to nonitor a single large trial but
rather, to observe an entire devel opi ng dat abase, obviously

| ooking at safety across the whol e database but al so
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t hi nki ng about how to design the new studies, whether
special nonitoring ought to be introduced to worry about
sonet hi ng, whet her there ought to be special tests, and
even to | ook at potential advantages or di sadvantages t hat
m ght be explored in studies.

This differs in a lot of ways fromthe nore usua
type. First of all, | think the principal expertise is in
many cases clinical here and that's different because
despite their nodesty, we know that biostatisticians are
incredibly crucial to the data nonitoring commttees of the
ot her ki nd.

| believe you could say that conplete
i ndependence fromthe sponsor is not as critical here.
We're tal king about descriptive things. |It's perfectly
reasonable for themto argue with each other. You don't
really have to be blind to think about what the next study
ought to do or whether you should design it differently.
But it does seem particularly useful to have a strong
external element, first of all, to obtain additional
expertise if you need it but al so sone needed freedom from
past obligations and assunptions, a little i ndependence of
j udgnent .

As | said, this focus is on the whol e database,
not on single trials. I1t's especially helpful in a high-

ri sk popul ati on where | ooking at a bunch of trials may
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start to reveal things that are not obvious froma single
trial. Qur past nodel for this mght be FI AU but there are
many cases where things sneak up on you that aren't

obvi ous.

Such a group could pay attention to devel opi ng
effects and subsets so that instead of being dism ssed at
the tine of approval they'd actually be studied and there'd
be real data on them because sonebody planned a test for
them So there are a |ot of opportunities.

It is worth noting that this whole idea would
work best in a situation of what m ght be called rational
drug devel opnent, where one study inforns and nodifies
| ater studies. That is the way people sort of used to do
it but it's uncommon now to see that sort of |eisurely pace
of drug devel opnent. What you see nuch nore commonly now
is a couple of phase Il studies to nmake you think there's a
drug and then phase |1l all at once.

So the burden there, since you don't get to learn
fromthe results of one study in planning another, is to
try to build all the variety into phase Il that you can
and I would not say that's commonly done. But an outside
advi sory committee, thinking broadly about this along with
t he conpany, could think about studying a w de range of
severities, could be sure that they're | ooking at the

appropri ate dose and dose interval, |ooking at appropriate
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conbi nati ons with other drugs, meking sure that an adequate
duration of trials has gone on, thinking about random zed

w t hdrawal studies. The whole idea is that not just the
conpany al one but the conpany with sone hel p woul d be

t hi nki ng about the whol e devel opnent program

Section 442 about early studies proposes
sonmet hing not so different fromthat but for a special case
and that is a case where there's high-risk drugs and where
the investigator has a potential conflict of interest. 1In
that case the data nonitoring conmttee or even a data
noni toring person, as | think soneone said, may enhance the
credibility of these efforts, especially when there are
i nportant ethical dilemmas invol ved.

It's just worth nmaking one last point. There's a
tendency to try to get perceived problens in an environnent
addressed by the groups that seemto be functioning well so
there's a certain tendency to want data nonitoring
commttees and also to sone extent FDA, | have to say, to
solve all the problens because they seemto be able to do
their jobs pretty well.

Well, that doesn't work. You won't |earn about
an i nmportant adverse effect unless the investigator reports
it. It won't go to an IRB, it won't go to a data
nmonitoring commttee, it won't go to FDA unl ess soneone

recogni zes that coughing for a week isn't an intercurrent
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illness but is a response to an inhaled drug. So a canny
investigator, a well trained investigator, can't be
substituted for by a data nonitoring commttee. Having
said that though, an external person could help an alert
i nvestigator interpret what he or she saw and mni ght be
useful .

So that's the end of ny advert.

DR. LEPAY: Thank you very nuch.

|"mgoing to invite our |ast set of panelists to
cone up if they would and our AV people again to help
termnate the slide presentation here.

l'd like to introduce the nmenbers of our panel.
M chael e Christian, who's associate director of the Cancer
Therapy Eval uati on Program at the National Cancer Institute
of the NNH Dr. Robert Califf, who's associate vice
chancellor for clinical research and director of the Duke
Clinical Research Institute, professor of cardiology in the
Departnment of Medicine at Duke University. Dr. David
DeMets, professor and chair, Departnent of Biostatistics
and Medical Informatics fromthe University of Wsconsin.
Dr. Bob Levine, professor in Departnment of Medicine and
| ecturer in pharnacol ogy at Yale University School of
Medi ci ne and author of the book "Ethics in Regul ation of

Clinical Research.”™ And Dr. David Stunp, senior vice
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presi dent for drug devel opnent at Human Genone Sci ences,
| ncor por at ed.

And again I'd like to use the sane format we've
had t hroughout the day and ask if Dr. Christian would Iike
to begin by making a few remarks.

DR. CHRISTIAN: | have to confess that | arrived
| ate because | had sone conpetition so | wasn't famliar
with the format but | do have a few remarks.

| wanted to point out sonme areas that | think
probably nmerit sonme additional discussion and I want to put
this in the context that the Cancer Institute as a sponsor
sponsors over 150 phase IIl trials at any given tinme, so we
have a | arge nunber of trials on-going and our
col | aborating sponsors, if you will, the nmulti-site, |arge
cooperative groups that do these studies, may have 20
trials on-going at any one tine, phase Ill trials.

So the nodel that we've used for data safety
nmoni toring boards for all of our phase Ill trials for many
years is that each group has a data safety nonitoring board
whi ch overl ooks all of these trials. So it's alittle bit
different than the flavor that | got fromthe gui dance,
which was that it dealt primarily with DSMBs for |arge
single trials and | think that's probably sonething that

one mght want to comment on in thinking about this.
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So that has some practical inplications and while
clearly our DSMBs foll ow nost of the principles outlined
here there are sone significant differences. And | think
that we need to think a little bit about not creating
excessive burdens for DSMB nenbers that are already covered
by other review ng bodies. For exanple, there are
suggestions that protocols and consents and anal ytic pl ans
and ot her aspects of protocols be reviewed before studies
are initiated by DSMBs and | thi nk that actually bears sone
di scussi on.

At any rate, other issues that | think are
i nportant here are that there was, | think, for us sone
confusion about the role of the DSMB versus the IRB, the
institutional review board. And again | think part of that
related to this issue of initial review of the consent, the
protocol, et cetera. So there's sonme confusion, | think,
about the relative responsibilities of those two bodi es,
bot h of whom have patient protection as a primary focus.

Anot her area that | think could stand sone
clarification is the role of the FDA for non-I1ND phase I
studies. W sponsor quite a few inportant phase |11
studies that are nonitored by DSMBs but are not done under
| NDs, so the role of the FDA and the advice and gui dance

for some of those, | think, is inportant.
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You' re | aughing, Bob. There are sone
appropriately done that way, | think.

Finally, |I think an area that probably al so bears
some additional discussion is the responsibility for
toxicity evaluation. | think that this is pretty
conplicated and DSMBs, of course, usually neet every six
nmont hs or so and the responsibility for on-going toxicity
nmonitoring by the study team and the need to potentially
see conparative toxicity data in order to exercise that
responsibility carefully I think is sonething that bears
further discussion.

And simlarly, | think the sponsor, which can put
conparative toxicities in the context of a larger toxicity
experi ence and database, is an inportant issue. | think
they're well positioned to nonitor safety in an on-going
way.

So | think those are the major points that |
wanted to bring out.

DR. LEPAY: Thank you.

Dr. Califf?

DR, CALIFF: | guess I'll play ny usual role and
just take a few potshots at everybody here to see if it
rai ses di scussion.

First of all, I will say |I think this docunent is

a major step forward, interpreted in the right |light, which
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is that it is a set of recomendati ons which anyone coul d

| ogically disagree with individual points and conme up with
better ways of doing things. So unless it's witten down
and generates di scussion, we're not making progress, so |'m

really glad to see this being done.

"1l just start with our federal friends. |In
general | would characterize the current environnment as
federal chaos and w despread panic. The federal chaos is

that we don't get the sanme gui dance fromthe FDA, the OHRP
the NIH and the IRB in their interpretation. And as Ira
Shoul son said, at the nost fundanental |evel a human
experinment is a contract between a patient and either a
doctor or soneone el se who's providing nedical care and the
wi despread panic is comng fromour |IRBs, which are
responding to the federal threat of institutions being shut
down by going to the nobst onerous conmon denoni nat or.

So the agency that has the nobst onerous denands
is going to wn out in ternms of what gets done and it's
dramatically increasing the cost of clinical research and
slowing it dowmn in the U S., which | wuld argue is not
good for patients.

So the good news about the enphasis on protection
of human subjects, the interaction with the FDA and others
is that nore noney is being spent on protecting of human

subjects. The bad news is that probably nost of it is
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bei ng spent on the wong things and I know a | ot of people
on the panel agree with that assessnment. Wat to do about
it is adifferent issue.

Secondly, we have a real international problem
which | don't think has been addressed here, which is that
FDA and the European regul ators and the Japanese regul ators
don't agree, particularly on issues of adverse events and
how to deal with them And for those of us who do | arge
international trials, there are really najor problens that
ari se because you can reach a great agreenent with the FDA,
for exanple, on a nore stream ined approach to a clinica
trial, and then it becones the nbst onerous country that
rules the day. So if Germany says you' ve got to have every
adverse event reported in real tinme no matter what it
costs, then that's what conpani es have to do and the
associ ated i nvestigators.

So despite all the efforts at harnoni zation, this
is an area that needs considerable work in terns of the
i nteraction.

Third, 1'lIl just take on the conpany regul atory
groups and pharmacovi gi | ence groups, which everyone is
scared to death of because a word fromtheminside a
conpany and it's a major problem and | think there is a
need for a better--1 don't know how to do this but better

di al ogue between the good intentions at the FDA in
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particular and the regulatory groups. It seens to ne that
it's hard for that to happen because of the interactions
that can lead to the negative repercussions at tines.

So this relates to data nonitoring conmttees
because there is a sort of sem-independent activity that's
been referred to of adding up and cal cul ati ng adverse
events. Let's face it; at least in large clinical outcone
trials if you' ve added up the adverse events you often have
the answer to the trial in real tinme and I don't know of
any way to get around this except devising rules which have
t he adverse events go through an independent organization.
And yet, as was poi nted out by a questioner already today,
if the ultimite responsibility lies with the conpany, we
have sone gui dance here which may be in a bit of conflict.

Then finally, the NIH1'lI|l get on for not
i nvesting enough noney in studying how clinical trials
shoul d be done. Despite the fact that we do themall the
time we're still left nostly today wth people's opinions
based on anecdotal experience when there's enough enpirical
evi dence now about a I ot of what should work and what
shouldn't that if there's just a little bit of funding
relative to what goes into other things at the NIH in
studying how to do it better, | think we would do better.

Now as relates to this conplex interaction, just

an observation |'d have is that there seemto be three
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views of what clinical trials are. The one that we're nost
afraid of, I think those who do it professionally and have
studied it, is the so-called engineering approach, which
seens to be ranpant nostly in conpany executives and
sonmetimes in people at the NIH who want a public health
answer to cone out a particular way.

What | nean by engineering is the goal is to get
aresult inthe trial and the purpose of nonitoring is to
steer the trial to get the result that you need. Although
peopl e may deny this happens, ny experience is it
frequently happens and part of what we're trying to do is
prot ect agai nst that.

The second would be to regard the trial as an
i nani mat e i mut abl e obj ect and that was brought up by a
person already today, that you' re stuck with what you
started with and that actually would take care of al nost
all the problens we've discussed today if you did it that
way but | would agree with Jay that it just brings up a
whol e new set of problens of you can't ignore external
evi dence and things that change. So | would advocate that
atrial is aliving organismthat has to be nurtured and
fed, requires a lot of judgnent. It can be changed but it
has to have a set of rules that everyone agrees to and |

think this docunent is a good start in that direction.
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So I've taken a few potshots. Hopefully Dave, as
usual , can straighten of the things |I've said.

DR. LEPAY: Thank you.

Dr. DeMets?

DR. DeMETS: 1've been trying to straighten out
Dr. Califf for years but | haven't succeeded.

| think that this docunent is a step forward, as
Rob said. | think the Greenberg Commttee would be very
proud of where we are but they m ght wonder why it took us
35 years to get here. Nevertheless, | think it's a major
step and it will be a living docunent which will change
over tine.

Over the course of today | wote down a few
things that struck nme as issues that | just wanted to
coment on. Wen | |ook at a data nonitoring commttee |
think it has several priorities. One is to the patient,
two is to the investigator. At sonme distance--there's a
gap--the next would be the sponsor and lastly would be the
FDA.

If you' re looking at a trial which has an outcone
that's not nortality or major irreversible outcome, such as
hospitalization or death, and at the hal fway point you see
a 5 standard error result, you ve net the contract that you
have with the patient and what concern, if any, should the

nmonitoring conmttee have about the regulatory inplications
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of termnating that trial early? | don't know but | think
it's a tension that happens in many trials and it seens
that the answer |ies sonmewhere in what the infornmed consent
says about that kind of situation. So | think we need sone
gui dance about those because they do happen.

Second, the quote about we net, we saw, we

continue, was not about the mnutes of the neeting but what

we should tell the IRB and the sponsor. | think we do need
to have mnutes that are at |east sunmaries. | don't think
we shoul d have transcripts or detailed mnutes. | think

that al nost inhibits free discussion.

Finally, not finally but sone additional what I

woul d call nyths. One is DMCs are expensive. | think
that's ridiculous. | think they're a small percent of the
cost of a total trial. |If you assune you' re going to be

monitoring data at all sonmebody's got to do the nonitoring
and prepare the reports. The added cost of a data
nmonitoring conmttee is quite small in the context of the
trial and you get a |ot of benefit fromdoing it, as we've
heard about. So | don't think we should burden the data
nmonitoring conmttee issue with the fact that it's
expensive. There's sone expense but it's relatively small
in ny experience.

Anot her nmyth is that the FDA demands a nonitoring

commttee to be blinded. | hear that a | ot and, as you've
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heard today, that's necessarily true. It doesn't say that
anywhere. In fact, it's encouraged to not be blinded. But
that's sonmething that is said over and over again by
sponsors and it certainly adds conplications to the
nmonitoring commttee' s way of doing busi ness.

Another nmyth is to minimze the nunber of interim
anal yses, to do as few as you can get away with. That
seens to be noving in the wong direction. Your job is to
protect the patients and the investigators, as | said, but
it's sonething that is quoted.

Anot her nmyth is that you nust followa rigid
schedul e, no devi ations, no change of anal ysis plans.
Qobviously a nonitoring conmttee nust respond to the
situation it sees, so that it cannot follow exactly al ways
a rigid schedule or the analysis that was laid out in sone
set of tables at the beginning.

Finally, the issue of the benefits of an
i ndependent or external statistician. There is the issue
of the firewall, which we've tal ked about, but another
issue which | think is alnost nore conpelling is that when
studi es are done and conpleted, it's amazing to ne how
qui ckly for negative studies or neutral studies staff at
sponsors are reassigned to new projects. The investigator
therefore and the investigative teamis left w thout any

access to the data. And if they're in any academ c
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environment they want to publish the results and if that
happens, even in the best of conpanies, resources are
limted and staff get reassigned.

So one added benefit to having that external
statistician and statistical center is that while the
sponsor may reassign their staff for better prom sing
results, the academ c community can still have access to
the data and publish it.

My final comment is this process is not new.

W' ve been practicing it for 30 years. W're getting
better at it. Maybe we'll get it right. But as it evolves
| think it has a very good track record and yes, there are
variations but overall | think it's served us very well in
the past 30 years and | think we should strive to al ways
inprove it, but |I think it has a great track record.

DR. LEPAY: Thank you.

Dr. Levine?

DR. LEVINE: Thank you very nuch. |[|'ve also
taken sone notes in the course of the day and have picked
out a few favorite comments to nake.

| would |ike to begin by saying that the guidance
docurent that we were asked to respond to is an outstanding
document and those who know ne well w Il have trouble
recalling the last time | said that about a federal

docunent.
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| particularly appreciate Susan Ell enberg's
starting us off with a list of definitions. | want to
recomend two nore candidates for definition. One is the
word "equi poise.” | have heard the word "equi poi se”
m sused at many, many neetings, including this one. Those
who want to use this word should | ook up its definition.

And t he second nost commonly m sused word is
"dilemma."” W very rarely encounter bona fide dilenmmas in
data nonitoring but sonetinmes we do, but we've heard
di l enmas di scussed as if they were part of the routine
busi ness of a data nonitoring conmttee.

| think the docunent does a good job in
recogni zing the different styles of data nonitoring that
are necessary in different contexts. Thinking about that
haws caused ne to reflect on the assignnents |'ve received
as a nmenber of a data nonitoring commttee from various
agenci es, both federal and in the private sector.

| think alnost invariably the data nonitoring
commttee is asked to nonitor for patient safety, sonetines
to the exclusion of anything else. That's a very inportant
role for the data nonitoring commttee and it gives us many
inportant trade-offs in the overall systemfor hunman
subj ects protection. 1'Il nmention one of those in a

m nut e.
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O secondly nost commonly, the data nonitoring
committee is asked to nonitor the actual collection of
data. Are the case report forns being returned conpletely
and in atinely way? |s one center doing a little bit
better than another in getting in their paperwork? This is
not a rewarding function. | think basically you could do
that function very well by hiring the people who are about
to becone unenpl oyed as the airport security people are
repl aced by federal agents.

| think it's very inportant that sonebody keep
track of whether the cases are being reported properly and
inatinmly way and | think it would be good to take the
summary of their findings and turn that over to the data
nmoni toring commttee, which should have the expertise to
tell whether or not sone deficits in the nonitoring process
or in the reporting process could be detrinmental to the
conduct of the trial.

| think the thing that the data nonitoring
commttees are called upon least to nonitor is that which
they're best at, and that's efficacy. The reason we're
concerned with a ot of this blinding and so on has to do
with the inplications of efficacy nonitoring and
particularly taking interimlooks at efficacy data and |

would i ke to see that made the | argest role for the
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typical conmttee and have that rol e enphasized in whatever
gui dance docunents m ght be issued.

Now a second point | want to nake has to do with
the interplay between various agents and agencies in the
human subj ects protection system One of the things, | was
very synpathetic wwth Dr. Califf tal king about how I RBs are
responding to things that university admnistrators are
heapi ng on them based upon their reading of the
requi rements of federal agencies in the newspapers, usually
shortly after a major institution has been cl osed.

One of the npbst onerous and | east productive
t hi ngs they' ve been asked to do is to conduct periodic
approval or reapproval of protocols at convened neeti ngs.
To show you how senseless this is, shortly after there was
a report or shortly after there was a survey of all of the
reports fromthen OPRR on closing various research
institutes or research establishnents in universities,
sonebody enunerated what was nentioned nost frequently and
found one of the two nost frequently nentioned things was
failure to conduct annual reapproval at a convened neeting.
At a neeting not too long after that | told what | thought
was a joke, that mnmy university had responded by buying the
| RB two shopping carts to transport all of the protocols to

t he convened neeting and when | said that, smling, two
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ot her people fromother universities said they had exactly
t he sane experience.

| think that review ng the adverse events that
are reported worldwi de to every IRB that's involved in
reviewi ng research connected to what mght be called a test
article is probably the least fruitful, the |lowest yield
activity that the IRBs get involved in. They are certainly
nowhere near as well equi pped at doing this as the data
nmonitoring commttee. And | think the data nonitoring
comm ttee has the special advantage of when they' re | ooking
at all of these adverse events they al so have denom nat or
data, which the I RB never has.

| think part of the trade-off here should be that
the I RB should only be asked to | ook pronptly at reports of
adverse events that occur within their own institution and
then only those that are both serious and unanti ci pat ed.
" m often asked why should they even | ook at those and the
mai n reason they should | ook at those is because sone
people in their institution don't understand what the
requirenments are for passing this information over to, for
exanpl e, the Food and Drug Adm ni stration and the sponsor.
So that's part of the purpose of having themreview these.
Al so, sonetimes they will find sonmething peculiar in the
| ocal environnent that could account for an adverse event,

whi ch may not have been apparent to the investigator
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There's many, many understandi ngs of how best to
use an IRB. W' ve had frequent governnent reports saying
that the IRBs are overburdened, overworked and this
threatens their effectiveness but every tinme we see such a
report the recomended renmedy for the problemusually
entails increasing the burden on the IRB. Enough of that.
We're not here to discuss the I RBs' problens.

| think if I had to nake one nmjor editorial
correction in the guidance docunent it is that at severa
points reference is made to the conflicts between science
and ethics and | hope we can agree that there is no
conflict between science and ethics. 1In fact, in the
i nternational docunents that give a rank ordering to the
ethical rules that have to be followed, the first nentioned
is always that the science, the design of the science nust
be adequate for its purposes. The ClOVS docunent states as
its first requirement or in part of the discussion of that
first requirenment that unsound science is, and | quote,
"ipso facto unethical."

And ny final coment woul d be yes, speaking of
t he Cl OMS docunent, when Susan El |l enberg presented her very
interesting review of the history of data nonitoring
commttees she omtted the point that the first nention of
a requirenment for a data nonitoring conmttee in

international guidelines is in the 1993 version of the
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ClOMS International Ethical Guidelines. Thank you very
much.

DR. LEPAY: Thank you.

Dr. Stunmp?

DR. STUMP. Thank you. [|'Ill try to keep ny
coments brief.

First 1'd like to thank the agency and Dr.
El l enberg in particular for taking the | eadership role in
pushing this forward. 1It's a |long-awaited docunent. It's
an i nportant docunent. Sonme of us had the benefit of
havi ng smal | group discussions on many of these topics off
and on over recent years and we know what the issues are
but | think it's incredibly inportant that the field at
| ar ge devel ops an awareness of these because | think it can
only lead to higher quality work and getting new drugs to
patients sooner.

| agree on many things but I would like to
separate my thoughts into two discrete buckets. One is how
we handle DMCs in later so-called pivotal trials versus how
we woul d handl e data nonitoring in earlier trials. | think
it's quite clear that DMCs are useful if not required for
the later trials.

| have bought into the independence concept. |
have realized that as a sponsor, which by the way is what |

largely bring to this field, | feel that DMCs across a
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variety of products, variety of therapeutic areas in
bi ot echnol ogy in the last comng up on 15 years; | believe
that ny flexibility as a sponsor is greatly enhanced by
remai ning blinded to data. It gives nme total flexibility
to manage the trial based on the changi ng dynam c occurring
external to that trial and | really need that flexibility
if I"'mgoing to do ny job.

|'ve had nmany spirited discussions and |I'll say
this with my biostatistics coll eagues, sone of whomare in
the room who have taken issue with nme and ny view on this
and | think we heard earlier sonme coments about how
inportant it is to the biostatistician's job quality to be
involved in what is arguably one of the nost stinulating
parts of what they do. However, | have countered that that
individual is incredibly valuable to ne as a joint
participant in clinical devel opnment planning, in clinical
strategy, and | can't possibly see them as bei ng of maxi nal
value in that role when | know that they're unblinded to
data. And | have wal ked that tightrope with colleagues in
the past and it's not easy. | prefer if there is an
equal ly effective alternative solution that we pursue that
and maintain the full participation of ny biostatistician.

| woul d comrent we've discussed briefly that |ay
menber ship on these comrittees is kind of an energi ng

concept. | have found that to be an okay thing. | think
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they bring a perspective that has been at |east reported to
me to be quite valuable and |I've not seen problens with
confidentiality being conpromised in that setting. In
fact, | have been involved with sone prograns where the
programitself has had greater vitality because of the
general awareness in the field that there was | ay
representation on the nonitoring conmttee, so that, | do
support,

The concerns | have, and | raised one of them
this norning, would be whether the extension of guidance
woul d be perceived to have to require nuch earlier trial
monitoring. This is becom ng nore of a problem Maybe
sone of you in the audience are as aware of that as I am

| think there nust be alternative ways to handl e

this. | have actually been on DMCs for phase | trials.
|"ve constituted DMCs for phase |I trials. | really haven't
had a really good experience with that yet. | think there

has to be a way to develop credibility for the approach we
take with good nmedi cal nonitoring, oversight within the
sponsor of that nmedical nonitoring function, close
adherence to regul atory conmmuni cati ons, discussions with
our reviewers there as to how we're doing in that job, what
data we're seeing.

The flexibility that you need at that early stage

of devel opnent, those trials are seldom blinded and you
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really need maximal information at that point. | would be
concerned i f unintended, the nessage in the gui dance were
percei ved by sone audi ences to be you need DMCs for these
very early trials. W are getting requests nore and nore
fromIRBs to field DMCs at an early stage.

We have tried to conme up with a solution that I
t hi nk shoul d be hel pful and that is to fornmally constitute
an internal DRB within the sponsor. This is sonething that

Al'l en Hopkins and I worked out at Genentech in our years

there; it worked very well for us. It had sone rea
advantages. It gave us a very flexible neans of overseeing
these early trials. It provided a group of clinica

bi ostatistics, regulatory if need be, legal if need be,
external medical consultants to join us to actually protect
the project teamitself fromthe bias of being too near the
work in assessing objectively certain adverse outcones.

It also provided a neans for receiving reports to
t he sponsor fromexternal conmmttees, particularly for late
trials. It was a way that we could discuss with the
commttee, if need be discuss with the FDA, who woul d see
what and when and under what conditions and at what ri sk.
| think Drs. Siegel and Tenple stated el oquently the risk.
Havi ng been part of one of your case studies, Jay, it

turned out okay; we did what you told us.

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S. E
Washi ngton, D.C. 20003- 2802
(202) 546- 6666



sh

This internal committee is a great tool. |
reconmend it to any sponsor who's thinking of a vehicle for
managi ng what is becom ng a nore conplex infrastructure for
dat a nonitoring.

It's al so an excellent tool for training
internal, sponsor internal nedical nonitors as to interact
with external commttees. W try to help themlearn on us,
work out sone of their inefficiencies due to experience
before we toss themout on the field at |large. W know you
have a very hard job when you are actually called to be on
one of our DMCs, so this has been a definite plus for us.

But overall, | think if you can pick excellent
peopl e, you wite a very clear charter up front, you get
everyone's buy-in--the comrittee, the agency--and then you
nmove forward and | think that has worked well. |If we can
make sure we don't undercut our efficiency at the very
early stage of drug developnent | think this is going to go
a very long way to clarifying things for the field.

DR. LEPAY: Thank you.

|"mgoing to invite people to cone up to the
m crophones for comments but | believe Dr. Califf has a
coment as people are noving toward the m crophones.

DR CALIFF: | left out one inportant group to

chasti se, those of us at academ c nedical centers, and it
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rel ates back to | think a conmon problemwe have with David
Stunp that's really grow ng.

I f you |l ook at outright fraud and sheddi ng and
m srepresentation of data and the place where | think the
i ssue of human subject protection is nost difficult, it's
actually in phase | trials because very often you're not
tal ki ng about any therapeutic experinent. You're really
tal ki ng about doi ng an experinent on a human bei ng that may
be quite harnful to themto learn sone things that are in
your interest, either as an investigator or as a conpany.

But how to deal with this in an efficient way
when it's not big enough to have a commttee with a |arge
anount of quantitative data, | think, is very difficult. |
think all of us, including the FDA, dealing with
i nvestigator INDs and the academ c community really need to
work on this particular issue quite a bit nore.

DR. TEMPLE: Just a couple of things provoked by
t he comments.

| don't think there's anything in the docunent
t hat suggests you can't have a nulti-arned data nonitoring
committee to ook at all the trials for a cooperative
group. You mght have to nodify a little bit what they do.
It sounds like they get very busy but there's certainly
nothing in the docunent that suggests that's not

reasonabl e.
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|'mvery synpathetic to the idea that one doesn't
want to give the data nonitoring comrittee a whol e bunch of
things that the IRB does and I don't think the docunent
does. | think it says obviously they're going to be
somewhat interested in the study they' re supposed to be
monitoring and if they just hate it, they may be in a
difficult position to do it, but they're not supposed to
redo what the IRB does, | don't think. And I'm skeptica
about asking themto review the consent formand all that
stuff. | really think that's been done already and | don't
bel i eve the docunent says that they need to, although if
t hey have sonething to say nobody's going to tell themto
go away.

Rob nenti oned that sonetines conpany regul atory
affairs groups want to know every adverse reaction,
i ncluding every death, so that they can report properly to
us. Just for what it's worth, that's their problem that
isn'"t ours. The rules make it very clear that reporting
arrangenents can be nodified and described and nade to soup
the study, so if reporting every death in an outcone tria
woul d unblind the study, they don't have to it. They just
have to say who's responsible for watching it and that
there's a data nonitoring commttee doing it. That's

conpletely all right.
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As you know, the reporting requirenments can be
nodi fied considerably fromwhat is usual and as |ong as
everybody agrees on them that's okay. There's a specific
rule that allows that. It's not a guidance; it's a rule.
So we're allowed to do that.

Dave rai sed the question of, if | understood you,
about what you do with trials of synptomatic treatnents
where they've obviously shown what they set out to show and
| don't think there's been a whole | ot of discussion of
that but | also don't think there's any need to stop the
trial. | nean we replicate those trials. W do dose
response studies in them W do placebo-controlled trials
in the first place, even though there's existing therapy.
It's very hard for ne to think that there's an obligation
to stop those trials.

That said, it wouldn't be a bad idea if trials

al ways said what the circunstances of nonitoring and

stopping a trial would be. It seens to ne that would be
inportant. |It's a subject for another day, | imagine, but
sonetinmes a trial that--well, as | said, we often tel
people to only stop a trial early for survival. That may

nmean that the other conbined end point mght be relatively
statistically extrenme. The benefit to everybody is you get
to look intelligently but carefully, of course, at subsets.

You get to | ook at a |longer duration of treatnent, which
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you're worried about; you know it doesn't reverse. There's
a |l ot of advantages but | do think you' re obliged to tel
peopl e what you're doi ng.

The British way of doing that is to say they
don't stop a trial until it would be convincing to
everybody, so they get P values out as |ong as your arm but
| don't think there's a standard practice of actually
telling people what's going on.

| just want to talk briefly about what Dr. Stunp
said. | think the idea that there's either an internal or
internal with a little external help group watchi ng over
the way things go is a very good idea. Whether that solves
the problemof a conflicted investigator in phase | is not
clear to me. CBER is certainly working on that because of
sone difficult experiences that they've had. But it's a
thorny problemand as | wanted to say before, the problem
is that you have to recogni ze the event as an event worth
noti ng, which neans there's no substitute for the
investigator. That's the only person who can recogni ze the
event really, as a practical matter. So whether that's a
matter of training or having sonebody there hol di ng hands,
| don't know, but some kind of nonitoring situation in that
setting seens reasonabl e.

DR. LEPAY: Thank you.
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l'"d like to open this up now for discussion, if
peopl e could cone to the m kes.

OPEN PUBLI C DI SCUSSI ON

DR. FLEM NG Flem ng, University of Wshington

Rob, you introduced your comrents by talking
about taking potshots at a nunber of different areas where
there were concerns. |'msurprised maybe you didn't go a
little bit further. Let ne be specific.

We've talked a lot during this neeting in the
gui dance docunent about the inportant responsibility that
nmonitoring commttees have in safeguarding the interests of
participants during the course of a trial. Let's suppose
now the trial has reached its conpletion, either through an
early term nation of having run its course.

How are we doing in ensuring that there is tinely
reporting of the results fromthat trial to the public,
both to serve the participants in the trial and external ?
Are we, in fact, doing fine? 1Is there, in fact, a
responsibility ethically and scientifically that nay or nmay
not be consistently being addressed here? Wat is the role

of the DMC in that responsibility?

DR. CALIFF: Wwell, | think the role could
obvi ously be debated but | |ike the word you used, an
i ndependent judge. | think at |east ny understanding from

my NIH training now in human experinentation is that the
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basis of inforned consent when | enroll a patient in a
clinical trial is that we will be creating generalizable
knowl edge. If | was doing it to help that individua
person then it would be unethical to do the experinment
because | woul d be hel ping them by doi ng what | thought was
right, not asking to participate in a random zed trial .

Therefore if the result is not made public |
don't know how you can call it generalizable know edge. So
the question cones up if you have stopped a trial for
et hical reasons do you bear a responsibility to see it
t hrough that the data's not buried? And you don't have to
be a genius to see that if the trial's positive it gets out
inahurry. |If the trial's negative it could be nonths to
years to never before it ever sees the Iight of day.

| think this is a major problemand | don't see
it dimnishing. | actually see it growmng right now In
our own institution we're seeing increasingly onerous
confidentiality contracts, even for nmenbers of data safety
nmonitoring commttees, that would forbid you by contract
fromtal king about the results for up to 10 years, which I
think it's a violation of the basis of inforned consent.

Now | coul d have gotten this wong but at |east
that's ny view of it.

You' ve been on a lot of committees. Now you

can't get away w thout--do you agree or not?
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DR. LEPAY: Are there any other comments fromthe
panel i sts?

DR. LEVINE: | think it's certainly true that
i ndustrial sponsors commonly ask data nonitoring conmttee
menbers to sign these pledges of confidentiality and when
the trial comes out showi ng a satisfactory result, usually
there's consi derabl e haste at naking the information
public.

| don't know exactly what the rules are about a
negative result but I do want to nention very briefly two
experiences. | was on one conmm ttee which recommended a
stop in atrial on the basis of futility and on that
occasi on the corporate executives called an energency
nmeeting of the board of directors because they had to make
an announcenent to the Securities and Exchange Conm ssi on.
And they had the energency neeting at 11:30 p.m on the day
of the data nonitoring commttee neeting and the statenent
to the SEC was nmade right before the nmarket opened. Then
t he market opened and the price of the stock dropped 33
percent in the first hour. So | was pretty inpressed that
that was a very rapid contribution to generalizable
know edge.

| was al so on another commttee where we found
that a trial should be stopped on grounds of futility and

al t hough we had signed contracts, the chair of our data
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nmonitoring conmttee insisted that we send a letter to the
corporate offices of the sponsor saying that if they didn't
do the right thing by way of reporting this event to the
FDA that the nenbers of the commttee would have to
consi der doing that independently. W were not tested in
that regard, |'mvery happy to say, but that's yet another
experi ence.

DR. TEMPLE: It does strike nme for reasons that
Bob just gave that bad news about products in devel opnent
or about attenpts to extend a product |line do get out. You
know, the failure of Riapro in the acute coronary syndrone
was all over the papers. Everybody knew about it. A great
di sappoi nt nent, obviously. People would have had reasons
for not wanting it be known but there it was known. And
for all the reasons that you have to tell your stockhol ders
about things, | do think they do get out. Now you nust
know of sone things that are contrary to that.

| guess the other observation I'd want to make is
that at |east for academ c institutions these people have
organi zations that set ethical standards and | don't
understand why a confidentiality agreenent of the kind you
described is still considered ethical and | woul d think
that there's sonething you could do about it.

DR, CALIFF: | have to respond to that. | want

to point out one thing. | think Dr. DeMets is probably--no
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of fense--has probably been involved in nore trials that
were controversial for not reporting the results than
anyone | know.

There's a big difference between a press rel ease
that says a trial was stopped and actually showi ng the data
so that people can understand how it may relate to the
patients they're currently treating or patients that they
have in other trials of related conpounds. There are |egal
reasons why conpani es frequently make press rel eases, often
with long periods of |atency before anything is done.

DR. TEMPLE: So it isn't the result that's
hidden; it's it details.

DR CALIFF: It's anything that woul d be hel pful.
But again this is not the mgjority. | think the majority
are just like you said; people are responsible and they do
the right thing. But sone of the exanples that aren't in
the majority are inportant.

DR. STUWP: | wouldn't say that the reporting of
a sponsor to be in conpliance with SEC requirenents is a
sinple task. | would say that nore often than not | have
been--and |'ve been in the situation a lot--1 have been
conflicted nore by having ny attorney say | want you to put
nore information into the public domain, rather than |ess.
And |'ve had investigators who really wanted sanctity of

that information to have it reserved for publication in
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peer -revi ewed journals and not have that undercut, rather
t han vice versa.

Maybe you' ve had ot her experiences but you've got
mul ti pl e stakehol ders here and this whole process can't
succeed i f everybody's needs aren't at least felt to be
met. More often than not |'mpulled the other way, to not
put | ots of specific data into the press rel ease by the
i nvestigators, rather than doing so at the request of ny
own | awyers.

DR, DeMETS: | think the issue is that sone very
| arge trials which have inportant clinical significance
don't get published. Renenber | said that one of the
benefits is you have access to the data and one way that
doesn't happen is that resources get reallocated, so that
dat abase doesn't get cleaned up ready for publication.

There's a fanobus case in the AIDS arena where a
trial was stopped early; the database did not get cleaned
up. The investigators, | think, conplained, eventually
publ i shed what they had. It's nowin the courts or at
least it was a |l egal situation.

There's other trials |I've been involved with
which are still not published. W know what they are.

One's called Profile. And these things do happen.
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As Rob said, it's not that the news doesn't get
out. It's the details which, in fact, could be very
hel pful for future trials.

DR. LEPAY: W have about 10 nore mnutes |left so
| want to nmake sure we at | east get a chance for the people
who are currently standing here to address their comments
or questi ons.

DR. SHOULSON: Ira Shoulson. | was just going to
comrent on this publication issue. |It's very dear to ny
heart as an academi c investigator and we insist in doing
trials ourselves that not only free and unrestricted right
to timely publication but those types of assurances from
sponsor to do that are really holl ow assurances w t hout
havi ng the dat a.

So it's really access to the data and that's why
we get back to data nonitoring commttees, that at | east
the point that David DeMets nmade is inportant. Having been
a friend of the FDA for many decades and served there, |
can just say though at this point the FDA has not been a
friend in ternms of supporting this issue of free and
unrestricted right to publication because as far as the
FDA' s concerned, just so we see the data we don't care if
it's published in this journal or that journal. That's

okay; just so we get to analyze the data and take a | ook at
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it, and that's certainly consistent with their mandate and
the regul ati ons that they have.

But | think at least in the context of data
nonitoring commttees, if at |east sone kind of statenent
could be made to ensure that there is a publication, a free
and unrestricted peer reviewtype of publication, of the
data and perhaps |link it to the data nonitoring conmmttee,
that certainly would be of great benefit to the public in
ternms of generalizabilty of findings.

DR. WTTES: Janet Wttes.

| think one thing one could do that woul d nmake a
big difference and would be pretty easy is to think about
adding to the charters of the DSMBs sonethi ng about their
responsibility after the trial is over. | mean one of the
things that happens is the trial is over or you have your
| ast nmeeting and the trial isn't really conpletely over,
the report isn't done, and that's the end of the
responsibility. | think a little bit of addition to the
charter m ght go a | ong way.

ATTENDEE: Does the data nonitoring conmttee
have any responsibility if there is a publication that
results froma flagrant m sanalysis of the data in which,
say, a P value is reported at bel ow 001 when a proper
anal ysis leads to a P value of, say, .67

DR. LEPAY: Does anyone want to take that?
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DR CALIFF: | think there is a responsibility.
| think once you sign on to be a data nonitoring commttee
menber or a data nonitoring person in a snall phase | study
that if you see sonething that's not--you' re the watchdog.
You' re the independent judge and | really think that should
be part of the charter.

Just quickly, | need to comment on Ira's conment
about free and unrestricted. Those words are very tricky.
Just on behalf of the industry side of things, about three
mont hs ago | nmade an offhand comrent in the mddle of a
negotiation with industry about this right to publish.

What do you think a chemistry professor's going to demand

t he data and cone and take it fromthe database and try to
publish it? They said it's funny you should nention that;
t hat just happened about six nonths ago to our conpany
because the university had a free and unrestricted right of
any faculty nenber to publish the data.

So | actually don't think it should be free and
unrestricted. | think it should be planned and organi zed
and multilateral.

DR. LEPAY: Oher comments anong the panelists?

DR FLEM NG |If we're going to change the
subj ect, maybe just a quick followup comment to ny

original question.
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Basically nmy sense is that the issue of tinely
reporting of results after termnation of a trial is not a
comon problem In ny own sense, in nost cases people
gi ven a reasonabl e period of tinme to make sure that they
understand and present a cl ear nessage, that within that
period of time results are reported.

However, when you nonitor a lot of trials you run
into counterexanples to this. Al of the problens that we
have heard do, in fact, occur where results--a study hits
its conpletion point either through early term nation or
running its full course and there is an extended period of
time without getting results, or as they're published in
the literature, as a DMC nenber you're very unconfortable
that this publication represents a truly objective
representation of the data.

The question | don't believe we have really
adequately considered is what are our responsibilities to
patients to ensure that there is appropriate, tinely,
accurate dissem nation of data once the study is conpl eted?
And there are at least two elenents to this. One of those
elements is what is the data nonitoring commttee role in
this if, in fact, you beconme aware of sonething that wont'
happen very comonly but on occasi on does happen where you

have et hical concerns and scientific concerns?
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And secondly, is it proper for nonitoring
commttees to be signing what is not standard but often
confidentiality agreenents that indicate that we won't
rel ease information to anyone outside of those that are
involved in data nonitoring conmttee discussions? Do we,
in fact, need to ensure that such agreenents aren't part of
consulting contracts? Do we need to go further, as Janet
says, and ensure that charters actually indicate in these
unconmon settings nonitoring comm ttees, acknow edgi ng
their ethical and scientific responsibilities that could,
in fact, go to the point of after the study is term nated?
And, in fact, should nonitoring commttees then actively in
t hese unusual circunmstances carry out that ethica
responsibility to ensure that if there is a problemin
their perception that they are able to address that either
with the FDA or the scientific comunity.

DR LEPAY: Any comments?

DR TEMPLE: That all seens desirable but the
mechani sm for nmaking that so is not obvious. A data
monitoring commttee is arranged through a contract with a
sponsor. Under what |aw can we or sonebody el se say you
can't have such an agreenent?

| really do think it seenms an obvious thing for
academ c societies to at |east discus and nake rul es about.

As Rob said, free and unrestricted m ght be trouble but
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sonething that says it's their job to report the truth as
they see it and you won't accept agreenents that bar that.

DR. STUWP: Tough question. At |east ny
under st andi ng of what these confidentiality agreenents from
a sponsor's perspective are are really an assurance that
during the in-life nonitoring part of the study there wll
be no breach of confidentiality. | don't believe they're
intended to be a nuzzle, if you wll, for eternity.

| think that once data is in the public domain
that's substrate for any qualified scientific opinion to be
expressed and | don't see why--

DR FLEM NG In ny experience there's trenendous
diversity, Dave, in this and sone of themare very
explicit, stating that there wouldn't be any conmuni cati on
with the FDA, regulatory authorities or anyone outside of
t hose invol ved.

DR. STUWP: | think the FDA conmmunication is
perhaps a nore difficult issue, given the reporting
relationship that exists. | think the way a study is neant
to work and as |'ve heard fromthe agency, they really
don't want DMCs reporting to themdirectly. They'd prefer
that be through a sponsor. W certainly set up vehicles to
accommodate that reporting and would certainly entertain

any di scussion fromany DMC nenber--1 woul d--of hey, |
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don't like how you're handling this and we woul d be open in
descri bing how we see it.

| think that the data itself certainly has to be
at sone point owned by the investigator. Certainly a DMC
has only seen data during the in-life portion of a tria
and that may or may not be representative of what the data
really are at the end of the trial and | think the
investigators are enpowered to interpret that data, to
publish it in their peer review systens in the nedica
literature that are supposed to oversee that so | don't
know why the DMC woul d have to be an added portion of peer
review to that process. But | hear the question; | just
don't have the easy answer.

DR. TEMPLE: One of the difficulties one hears
about --you guys woul d know better than | --is that any given
investigator in a multi-center study has a | ot of
difficulty getting a hold of the total data. Soneone has
to make it available to that person. The data nonitoring
commttee, of course, has been given the data at |east at
sone point, even if not the final, so they're sonmewhat nore
in a position to see the whol e dat abase.

Just fromour point of view, if anybody found
sonet hing presented publicly as grossly distorted we'd be

i nt er est ed.
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DR. STUWP: | think any sponsor knows that they
will ultimately be standing before the agency and have to
defend their policy, so we will undergo your peer review
eventual | y.

DR. TEMPLE: But we mss things and we'd |ike
hel p.

DR. STUWP. Surely not.

MR. CANNER  Joe Canner with Hogan & Hartson.

Before | change the subject | think there are
sone interesting situations, particularly in device trials
but not uniquely, with new, unique, novel products where
the conpany has a pretty good reason to want to suppress
negative results, especially if the product is not going to
be approved. There's no, at least within the United States
there's no reason why a physician shoul d have any
i nformati on about a product that has not yet been approved.
But that's not ny area so | understand there are other
issues and I'll nove on to ny other question.

To follow up on ny question from before about
uni que aspects of device trials, | have a particul ar
guestion about stopping criteria, sonething that's been
nmenti oned throughout the day. | just need for
clarification on it.

Device trials are typically not planned to be

stopped early for efficacy for a variety of reasons but it
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may be appropriate to stop themearly for safety. But
oftentines the safety issues are not terribly obvious up
front for a nunber of reasons, whether it be because of
unexpect ed i ssues, because of the difficulty of
establishing the rel ati onship between an event and a
device, lack of prior data, and also just to evaluate
events in the context of a risk-benefit, where sonmetines
the device is being conpared to sonething totally
different, which has a totally different risk-benefit
profile.

So it's very difficult up front for a sponsor to
establish stopping rules but sonetinmes the FDA asks the
conpany to establish stopping rules for safety in the
protocol and then dictate themto the DMC and |I' m j ust
wondering if there's any clarification on that and if it
woul dn't be appropriate in sone instances to allow the DMC
the freedomto kind of nmake it up as they go along and see
events as they occur and to see the evidence accunul ate
bef ore maki ng any specific criteria for stopping.

DR. CALIFF. 1've got to respond to your first
comment because | think it's critical for people to really
t hink about this and for at |east some thought to go into a
final docunent.

| think there are two reasons why a device that

doesn't get on the market where a study has stopped early,
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the results need to be known. The first is that the

i nvestigator has signed a contract with the patient to do a
human experinent, the basis of which is that it's being
done to create generalizable know edge. And to not nake
the results public is a violation of the fundanenta

concept of informed consent, at |east as |I've been taught
in ny IRB training.

Secondly, there are nmany devices that don't get
to the market that are simlar to devices that are on the
mar ket and in particular circunstances where a device has
failed inits testing where there's a generalizable
concept, even though it may di sadvantage t he conpany t hat
didit, it's putting patients at risk who are not in the
trial, the know edge of which would have all owed people to
be treated in a nore humane fashion. | think there's an
ethical construct here that truly overrides the profit
noti ve of the device conpany.

Qoviously I feel strongly about this but | think
these issues really need to be considered and peopl e
monitoring trials need to have sone responsibility for
maki ng sure that the basic fundanental construct of a human
experiment is adhered to.

MR. CANNER | would agree and |I'd just respond.
| think you could concoct a situation though where it

really would be in the best interest of both the patients
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and the industry to, in the interest of trying to devel op
enhancenents to a product, especially if it's a unique
product that isn't already captured in the market, that
instead of casting a pall on all further studies of that
device by saying that the first go-around was negati ve,
instead to all ow the conpany to i nprove the product and
come up with sonething that m ght actually work, wthout

t he bias of previous studies.

DR. CALIFF: | think there needs to be reasonable
time. There are always exceptions. | agree.
DR. DeMETS: In response to your second question,

| think nonitoring comrittees thenselves need to be
rem nded of the fact that the data are spontaneous and
random and if you have no plan in place you can deceive
yourself in reacting to sonething that is just a chance
event .

Of course, in the safety busi ness one never knows
what to expect so we're always sort of nmaking sone rules up
as we go, as we see new events. But to have nothing to
start with, | think, is kind of dangerous. | think you
need to have sone plan at |east to give you sone
navi gati onal aids as to how to assess and remi nd yourself
as a commttee that there are these chance events. To say

not hing, | think, opens the door too w de.
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DR. LEPAY: W' re just about at our closing tine
here so we'll |et Jay respond.

DR. SIEGEL: On that point, the docunent, to the
best of ny recollection, does not specifically address the
i ssue of stopping rules for safety, and correct nme if |I'm
wrong. For efficacy they' re addressed because of the need
for prospective rules to ensure appropriate protection of
type 1 error. That said, the word "rules" here is not used
the way the FDA uses them which is they may be stopping
rules but we understand that a good DMC may, for good
cause, choose to disregard those rules. Nonetheless, that
shoul d be rare and they ought to be in place and probably
agreed to by the DMC, if not, as sone have suggested,
witten by them

| think in safety it's a different issue. It's
not addressed in the docunent so we don't have guidance in
that area. | think experience woul d suggest that sonetines
they're used if it's the sane paraneters, if it's a
nortality trial for nortality going the wong direction,
but experience has shown that usually there are futility
rules that kick in before the safety stopping rules do,
anyhow. If by the tinme you' ve reached a point where you
seemto have proven harm you earlier reached the point
where the likelihood of proving success is so small that

trials often get stopped for that reason.
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The only other thing I would note, because it is
germane to a | ot of discussions we've had earlier, when
safety is an issue that relates to outcones other than the
primary end point, often there's not only the issue that
the safety event may be unanticipated so hard to prepl an
for, but it's also often critical to integrate that safety
outcome in the context of the likelihood that the drug may
be benefitting. And even when we've gotten unblinded data
froma trial and | earned unexpectedly that a drug may be or
seens to be increasing the risk of a serious adverse event
that wasn't anticipated, nore commonly than making a
decision that the trial needs to be stopped or even
altered, we'll often kick that back to the nonitoring
comrittee to look at that finding in the context of the
ef fi cacy data because you m ght have serious bleeding in
the context of a trial that's suggesting an inportant new
benefit on nortality and it's very hard to plan in advance
for how nuch serious bl eeding should stop a trial that may
be saving |ives.

MR O NEIL: Bob ONeil, FDA

| was wondering if the panel had any thoughts on
an issue related to the conpl enent of where G eg Canpbel
started and the comment of the gentleman previously about

data nonitoring committee lite.
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A lot of effort was put into the docunent to
t hi nk about what data nonitoring conmttees, which would be
i ndependent, and which trials mght be eligible for that.
Once you meke that decision it |eaves a body of trials that
don't have to have this independent data nonitoring
comm ttee structure, the bureaucracy of it, but the spirit
of it sort of lives on, particularly if you want to do
i ndustry-sponsored trials where the industry is going to
nonitor the trial to some extent. There's a |ot of
literature and net hodol ogy these days on flexible study
desi gns which allow you to prospectively, in the |earn-
confirmenvironnent, given, as Bob indicated--Bob Tenple
had i ndicated that a |lot of folks are not necessarily going
t hrough a sequence of trials. They're doing sone early
phase trials and they're getting into a phase Ill trial
real fast, trying to get it all done, but nobst of these
phase |1l trials are often learning trials in their own
right.

So the flexible designs can drop an arm they can
drop a dose, they can up-size the trial, they can do them
all in alegitimate way and this gets hard real fast. |'m
concerned that this is much beyond the nonitoring job that
a data nonitoring conmttee needs to do. And | guess what
|"masking is do you see that the docunent |eaves room for

how to inplenent in a firewall sense flexible designs where
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it needs access to unblinded data and where interim
deci sions have to be nade to get onto the next step in
terms of what you do and to preserve the validity and
credibility of the trial?

There's an answer to that both for the
i ndependent data nmonitoring commttee nodel and there's
probabl y anot her answer to that for the trial that would
use a flexible design but wouldn't rise to the level of an
i ndependent data nonitoring commttee nodel. | was
wondering if you had any ideas on that because this
docunent doesn't address that right now.

DR. DeMETS: Well, I'd only conment on one
specific. The docunent does di scourage using unblinded
data to adjust sanple size--1 think at one point it talks
about that--yet we know there's research goi ng on which
says, in fact, you can do what seens to be heresy,
statistical heresy. 1In fact, you can change the sanple
size based on the interimdelta and do it in such a way
that you don't screw up the al pha |level, at least not in
any way we care about.

But we're not there yet that this has been
tested, exam ned, chall enged, so these devel opnents are
probably too new, but the current docunment is at sonewhat
at odds if you take it literally, the way it's witten

right now So it doesn't |eave nmuch room for sone of that
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and | guess this is a docunent that also is a |living
docunent. \When we get there maybe you'll change it but
right nowit's kind of keeping the door pretty tight on
that and things |ike that.

DR. LEPAY: Any other conments fromthe
panel i sts?

CLOSI NG REMARKS

DR. LEPAY: Well, | want to thank everyone very
much for their participation today. This has been very
val uable for FDA. 1'd like to thank our panelists of this
| ast session.

The conments we've certainly appreciated. They
will certainly be taken into account as we nove forward
with this docunent.

For those you know who nmay not have seen this
docunent we encourage its circulation. Again it's open for
public comment until the 19th of February. Please
participate in our process here. W thank you very much
again for your attendance.

[ Wher eupon, at 5:05 p.m, the neeting was

adj our ned. ]

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S. E
Washi ngton, D.C. 20003- 2802
(202) 546- 6666



